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Most of us associate summer with balmy lazy 
days, gentle fragrant breezes, and the sight of the 
countryside at its loveliest. But to many people 
these delights may mean a stormy ordeal —a 
revival of the annual miseries of hayfever and 
allied allergic reactions. 

Whenever these conditions occur, one of the 
M&B brand antihistaminics is worthy of trial. 
‘Anthisan’ brand mepyramine maleate is quick- 
acting and often provides rapid and complete 
symptomatic relief; when a more powerful and 
longer-acting preparation is required, ‘Phenergan’ 
brand promethazine hydrochloride is the drug of 
choice. 


Detailed literature available on request 


‘ANTHISAN’ | ‘PHENERGAN’ 
trade mark brand trade mark brand 
mepyramine maleate promethazine hydrochloride 


Supplied as tabiects, elixirs, and 
solutions for injection 


M&4B BRAND MEDICAL PRODUCTS 


MANUFACTURED BY ® MAY & BAKER LTD 


MA!969 
DIsTRIBUTORS 

PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD 

DAGENHAM ESSEX 


For contents of this issue see overleaf 











MUAGSORBEN TL 


(brand of magnesium trisilicate B.P.) Powder and Tablets 


the original antacid with a follow-through 
action which persists after the dose has been taken 


In contact with acid of gastric 

strength the neutralising action 

of Magsorbent continues for a 

period equivalent to the 

emptying time of the normal 
stomach. 


All the products of Kaylene (Chemicals) Limited are in 
Category 2 or Category 4 in the Ministry of Health’s Classi- 
fied List, and are therefore prescribable on Form E.C.10. 


Samples and literature on request 


KAYLENE (CHEMICALS) LIMITED 


WATERLOO ROAD, LONDON N.W.2 
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For convenient penicillin therapy 


‘DISTAQUAINE’ 


oranc 





preparations of procaine penicillin G 
Distributed t 
ALLEN & HANBURYS LTD. BRITISH DRUG HOUSES LTD. BURROUGHS WELLCOME & CO 
EVANS MEDICAL SUPPLIES LTD IMPERIAL CHEMICAL (PHARMACEUTICALS) LTD 
PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD 


i Manufactured | 
THE DISTILLERS COMPANY (BIOCHEMICALS) LIMITED | 
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JUDY'S IN 
TROUBLE 
AT SCHOOL 
* She's at a difficult age ur ler 


young bod) 
ing mind... no u i 
run down. Looks like ar 


case of Vitamin deficiency.” 


The increased 
Supavite is of 


potency of FORMULA 
particular Each AMBERCapsulec: 
such conditions of tamin A 

strain, especially in D 
= a came Veet 1 mg. plus CAPSULES 

: a one minim wheat germ oil 
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tritional benefits. *~hosphorus 0 mg 
THE ANGIER CHEMICAL CO., LTD., LONDON, S.E.1 
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TOGETHER 


ATTACK. 


a wide range of gram-positive 
and gram-negative bacteria—often assisting each other 
in dealing with the more obstinate organisms 


and together they are in 
SECLOMYCIN | ESTOMYCIN | CRYSTAMYCIN 


Sodiu 








ratory tract 
— 


GLAXO LABORATORIES LTD., GREENFORD, MIDDLESEX. BYRon 3434 v 
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OXFORD MEDICAL PUBLICATIONS 
TO BE PUBLISHED THIS MONTH 


THE ANATOMY OF THE BRONCHIAL TREE 
By Sir RUSSELL BROCK, M.s., F.R.C.S., F.A.C.S 





Thoracic Surgeon to Guy's Hospital and Surgeon to the Brompton Hospital for 
Consumption and Diseases of the Chest 


SECOND EDITION 250 pages 268 illustrations (19 in colour) 15s. net 


A PRACTICAL MANUAL OF DISEASES OF THE CHEST 
By MAURICE DAVIDSON, p.M., F.R.c.P 


Consulting Physician to the Brompton Hospital for Consumption and Diseases 
of the Chest 


FOURTH EDITION 658 pages 261 illustrations 84s. net 


OXFORD UNIVERSITY PRESS 
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Cc. FOX — CASES 


Binding cases for Volume 17 

Bookbind (January to June 1954) hw 
ookbinders previous volumes are now 
available in green cloth with 


72 MARYLEBONE LANE gilt lettering, price 5s, each, 


post free. 

LONDON, W.|! The cases are made to hold six 
Established 1854 Tel. WELbeck 4707 copies of the journal after the 
advertisement pages have been 
removed; they are not self- 
binding 


Bookbinders to all Alternatively, subscribers’ cop- 


. ies can be bound at an inclus- 
branches of the medical ive charge of 12s 6@. per 


profession volume; this includes the cost 
of the binding case and return 
postage. 


Send your order, with remittance, to: 


Any style of binding The Bookbinding Department 
copied :: Price list and THE PRACTITIONER 


Patterns sent on request 5 Bentinck Street, London, W.1 
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THE EXTRA PHARMACOPCIA 


(MARTINDALE) 
Volume 1, 23rd Edition 


In this new edition will be found information on the composition of practically 
every substance used in medicine, together with a concise summary of its use, 
its method of administration and its contra-indications, with abstracts of the 
world literature. The book gives details, with references, of the most recent 
innovations in medical practice 

Details are provided on the toxicity of chemicals and drugs, on reports of 
cases of poisoning, and on treatment of overdosage. It is unlikely that any 
medicinal agent of established value has been omitted from the Therapeutic 
Index, which is about half as long again as that of the last edition and contains 
approximately 750 headings 
Pp. xxii 1352 Price 55s. (postage Is.) Remittance with order is requested 


THE PHARMACEUTICAL PRESS 
17 BLOOMSBURY SQUARE, LONDON, W.C.1 


(Publishers of the British Pharmaceutical Codex) 
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STAPLES MEDICAL BOOKSHELF 


NIXON & HICKSON’S 4 Guide to Obstetrics Os net 
MACBRYDE'S Signs and Symptoms 70s net 
BROWN’S Congenital Heart Disease 308 net 
UCKO’'S Endocrine Diagnosis 42s net 
BOENHEIM’S Practical Child Psychotherapy 15s net 
HOLZMANN’S Clinical Electrocardiography 105s 
SAND’S Advance to Social Medicine 42s 
BAKER'S Vitamins in Nutrition & Health 12s 6d 
FAST'S Failure of the Heart and Circulation Rs 6d 
BATTY'S Enuresis or Bed-Wetting 9s 6d 
HARTWICH'S Aberrations of Sexual Life 
HUNT'S An Introduction to Medical Photography 

Available against invoice or on 10 days approval from 


STAPLES BOOKSHOP -: 1!4 GREAT SMITH STREET + LONDON, S.W.! 


Telephone: Abbey / 323 


STAPLES 
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THE MARCONI 85,30 Mobile Unit 


This mobile unit brings the fine radiographic definition of 
the most modern X-ray apparatus to the patient's bedside or 
to the consulting room, where the wide angulation and 
vertical movement of the tube facilitates the 
production of consistently good radio- 
graphs. While primarily intended 
for use with patients who cannot 
be moved from bed, this compact 
unit is invaluable for emergency 
work in the busy X-ray depart- 
ment and may, for instance, be 
used for undercouch or overcouch 
radiography with the Marconi 

Flat Bucky Table, 


MARCONI INSTRUMENTS 


T 


PHY 


RAY E 


THERAPE T AN AGN T . LECTRO-CARDIC RAPHY 

MARCONI! INSTRUMENTS LTD., ST. ALBANS, HERTS. Telephone: St. Albans 6160/9 
Man Agents in Expor 

MARCONI'S WIRELESS TELEGRAPH COMPANY LiMiTED, MARCONI HOUSE, STRAND, LONDON, W.C.2 

XR 2 


Two-way stretch for firm, even support 


In cases of sprains or weak joints 

a Lastonet elastic bandage can be relied 
upon for firm, even support without 
restricting movement. The open net con- 
struction allows the air to circulate 
freely. In standard lengths of 5 yards 
when fully stretched and 

widths of 2}", 3”, 34” and 4 


ELASTIC NET SUPPORTING BANDAGI 
Can be prescribed under 


the National Health Scheme 


LASTONET PRODUCTS LTD., CARN BREA, REDRUTH, CORNWALL 





ANNOUNCEMENTS 














Training Made Easier 


For the Colostomy 
Patient 


Training is the key to normal living 
for the colostomy patient. *Spencer’ 
new colostomy support—/ndividual/) 
designed, cut, and made tor each patient 


—makes training easier, because: 


* Abdominal section opens instantly 
by means of zippers—facilitating 


the change of pads. 


* This section is lined with moisture- 
proof material—easily cleaned 


protects outer clothing. 


* Spencer’s co-relation of abdominal and back support improves posture, 
body mechanics. 


* Aesthetic results are appreciated by both male and female patients. 


* The care of the permanent Colostomy, Can. Med. Ass. Jr. 60: 71-72 (Jan. 
1949. 


I or further information write to: 


SPENCER (BANBURY) LTD. 


Consulting Manufacturers of 


Surgical and Orthopaedic Supports 


SPENCER HOUSE BANBURY OXFORDSHIRE 
Tel.: Banbury 2265 


Branch Offices: 
MANCHESTER: 38a King Street, 2 Tel.: BLAckfriars 9075 
LIVERPOOL: 79 Church Street, |! Tel.: ROYail 402! 
LEEDS: Victoria Buildings, Park Cross Street, ! Tel.: Leeds 3-3082 
(opposite Town Hall steps) 
BRISTOL: 44a Queens Road, 8 Tel.: Bristol 2480! 
GLASGOW: 86 St. Vincent Street, C.2 Tel.;: CENeral 3232 
EDINBURGH: 30a George Street, 2 Tel.: CALedonian 6162 
APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 
Trained Spencer Retailer-Fitters resident throughout the Kingdom, name and address of nearest 
Fitter supplied on request 
Copyright 
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C.0 ORO presence of disease upon the surface of 


the skin is a source of great mental distress to the patient 
It is ever in his consciousness, setting him apart from his 
fellows +. * 


* Practitioner, (1954) 172, 55 


to the acne patient 
*‘ESKAMEL’ brings great improvement 


within a short time ; it also masks the lesions meanwhile 
*Eskamel’ caters for both aspects of acne treatment 


For cost to N.H.S., please see M. & J. list of costs dated April, 1954 
MENLEY & JAMES, LIMITED, COLDHARBOUR LANE, LONDON, S.E.5 


EMP64 for Smith Kline & French International Co.. owner of the trade mark * Eskamel’ 
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ULCER 
EMOTIONS 


EMOTIONAL 
DISTURBANCE... 


A close association has been shown to exist between certain 
emotional disturbances and changes in gastric function. Increased 
acid secretion has been observed to follow emotional! reactions of a 
combative nature and the importance of controlling gastric acidity 
in the management of peptic ulcer is widely recognised 


‘Aludrox’ Amphoteric Gel, buffers gastric acid to a pH of 3.5 

to 4.0, at the same time providing a protective gel barrier over the 
surface of the ulcer Healing is thus able to proceed whilst 

the risk of alkalosis is avoided and normal digestion is unimpaired 


‘ALUDROX’ 


de Mark 


[Wyeth | 


Fohn Wyeth & Brother Ltd., Clifton House, Euston Road, London, N.W.A 
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It is becoming customary to recognize nervous dyspepsia 

as a syndrome in its own right, and one which 

benefits from administration of the antispasmod 

*Merbentyl’. ‘Merbentyl’ has both neurotropic and 
musculotropic eflect upon smooth muscle of the gastro-intestinal 
and genito-urinary tracts. It gives excellent results in the treatment 
of functional gastro-intestinal disorders and in the relief of 


painful spasm due to organic gastro-inte stinal disease 


Compared with other antispasmodics, both natural and synthetic, 


*Merbentyl’ is strikingly free from side-effects. 


loride. 
MERBENTYL WITH PHENOBARBITONE 
Tablets each comaining 
10 mg. Diethylamino distributed in the U d Kingdom & Eire 
carbethoxy bicyclohexy! RIKER LABORATORIES LIMITED, LOUGHBOROUGH LEICS. 
vydrochloride and 15 mg. for the Wm. S. Merre Company, Lor 
Phenobarb itone 


Each in bottles of 50 and 250 tablets 
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BARCLEY S/UACICAL CORSETS 


~ 


give 


happy 


convalescence 


assy Ss 
ae ‘ 

£\ 

A : < \a 

| | A 

= : 7° * 7 
Renewed interest in dress and 
fashion can do wonders to ward 
off depression during convales- 
cence. A Barcley Corset, by 
giving a patient the exact sur- 
gical support she needs and at the 
same time improving her figure, 
enables her to take an interest 


in her appearance again—with 
tonic effect on morale. 


BARCLEY CORSETS Prices from £5-1-0 
are on Medical Certificate 


individually designed There are resident Barcley cor- 

for: Post-operative wear setieres in all districts who will 

*Visceroptosis * Deformity be pleased to call on patients by 
*Maternity *Herniz appointment. 


3 A Xe | LY Corsets Limited 


WELWYN GARDEN C/TY =. HERTFORDSHIRE 





THE 


PRACTITIONER 











Hands that are 


often washed 


need CARE 


% 
Pa 
ww 


Ae my 


CA R E is a new and doubly 


effective emulsion for the hands. It 


resulting from frequent washing; it also 
contains Octaphen in a solution of 
0.5°, which in vitro tests is shown to 
be bactericidal against a variety of 
pathogenic organisms. ‘Care’ is easy .o 
use and readily absorbable 

The makers’ tests have proved that 


‘Care’ meets a real need and they will 


| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| solves the problems of dryness 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 


| gladly send a sample tube to 


we any doctors on request. 


CARE for your hands 


1. Cc. & 3. FIELD LTD. CHURCH ST.. AMERSHAM. 8UCKS 


* Most people know...” 


OLD HETHERS 


Most people know that barley water is a 
very good drink when folks are feverish, 
though some still think it means a lot of 
straining pearl 


trouble, stewing and 


barley.. But, bless you, with Robinson’s 
‘patent’ Barley it’s no trouble at all—just 
as easy as making cocoa. And cheap 


too—a 1/74d. tin makes forty-eight pints. 


Robinson’s 


‘PATENT’ 


Barley 
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“PABYWIRIN? prepa,ations of the steroid and 


trophic hormones are available as follows: 


Chorionic Gonadotrophin BP 
Deoxycortone acetate B P 
Ethiny] oestradiol B.P 
Ethisterone B.P 
Methyltestosterone BP 
Oestradiol monobenzoate B P 
Oestrone B.P. 1948 
Progesterone BP 

Serum Gonadotrophin BP 


Testosterone propionate B.P 


Deta of the above and of ‘Pabyrn’ Vitemin and Lwer preperatio 


Paines & Byrne Ltd., Pabyrn Laboratories, 
Greenford, Middlesex. 


PERiwale 1143 (5 line Telegram Gland 














Nervous 


Exhaustion 


Practitioners often encounter patients whose ill-health is due 
mainly to emotional or neurotic disturbance. Frequently 
there appears to be no physical basis and their principal 
symptoms are usually undue nervousness, fatigue and poor appetite 
For these mildly neurasthenic and exhausted cases * BepLeTe’ Wyeth is uniquely 
appropriate. It contains Phenobarbitone and Vitamin B-complex as an appetising 
Elixir, and so provides a quieting relaxation, while at the same time supplying 


nutritional factors known to be essen- 
*BEPLETE’ contains Phenobarbitone B.P 
der ineurine Hydrochloride | me Riboflavin 
10 me Pyridoxine Hydrochloride 13 om 
| Nix namide BP. 100 me Pantother 
2 meg equivaient 212 me. Pantoth 


4icohoal 15 


tial for the energy requirements of 


nervous metabolism 
. 9 
beplete 


John Wyeth & Brother Ltd., Clifton House, Euston Road, London, N.W.1 (Wyeth) 
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Nutrition 
in Convaleseenee 


It has been suggested that special attention 

should be paid to pre- and post-operative 

nutrition. During convalescence there may 

be an increased need for the essential nutrients 

and particular care should be taken to ensure 

that the patient receives an adequate supply 

of these. 
In planning meals for the convalescent the 
protective foods are therefore important 
Marmite yeast extract supplies essential B 
vitamins and is especially useful in the 
convalescent diet, as it adds an appetising 
flavour to many dishes and can also be served 
as a drink 


{ il I E Literature on reque 


yeast extract 


Obtainable from chemists and grocers 
Special terms for packs for hospitals, welfare centres, and schools 
The Marmite Food Extract Co., Ltd., 35 Seething Lane, London, E.C.3 











IN FEBRILE CONDITIONS 


Because LUCOZADE is so palatable it is frequently given 
to children and adults in febrile conditions. These 
patients, off their food, yet in need of the sustenance which 
LUCOZADE so attractively supplies, respond quickly to 
glucose presented in this delightful, non-nauseating form. 


LU COZADE 


the sparkling GLU sLUCOSE | | dink 
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BURSON ‘LASTEX’ 
surgical Stockings 


Specify “Burson” for Two-Way Stretch 


Uniform tension, easily adjustable Burson Elastic Stockings are made 
Strength at points of greatest strain {Tom the finest “Lastex” yarn to give 
Ligh d , f f them a special two-way stretch. And 
ightness an cooiness for comfort the complete range of Burson Hosiery 
Expert fashioning for exact fitting ensures a perfect fitting in every ceux 














A notable advance in the treatment of 


HYPERHIDROSIS 


Bromidrosis and Tinea Pedis 


‘INSOLES 


(Paraformaldehyde 3.5 D.C.M.X. 0.15 in excipient q.s.) 


A welcome departure from the tedium of formaldehyde foot baths, ointments, constant 
changing of hose, etc. Clinical tests conducted throughout the country have produced 
remarkable evidence of the effectiveness of these Insoles. At a temperature of 85 F. a 
gradual but continuous formaldehyde vaporisation occurs during the period of wear 
(usually two or three days) which causes a “‘regeneration’’ of the skin, thus ensuring 
a more normal exudation of metabolic waste products. The period of immunity varies 
from two weeks to several months according to the severity of the condition, after 
which the Insoles can be reinserted as required. 

Descriptive literature and sample pair for test gladly supplied on request. (Please state shoe size). 


A ‘Highest in Merit’ product of HINDERS LTD. 174-192 Estcourt Road, London, S.W.6 
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FOR FLAT FEET! 


\ 


The largest single cause of foot 
trouble in childhood—pronation 

could easily become the least. 
*‘Inneraze” shoes provide the 
complete answer: they apply the 
wedge principle at its most sensible, 
built into the shoe itself. This, 
together with the buttressed heel, 
gives a corrective support that lasts 
the life of the shoe, unaffected by 
wear or repair. And because the 
wedge cannot be seen ‘ Inneraze’ 


For illustrated leaflet and the names and 
addresses of suppliers, please write t 
Managing Director, James Southal! & 


Co., Ltd., 34 St. George Street 
Hanover Square, London. W.1 


Foremost among 
the tonic restoratives 


A special formulation, its delicate flavour rendering 
it acceptable to the most fastidious palate and 
representing Vitamin B,, Liq. Extract of Malt, 
the Glycerophosphates of Iron, Magnesium and 
Potassium, and Pepsin, together with Strychnine 
Hydrochloride 1/200 grain in each fluid drachm. 
It is indicated in devitalized conditions as it improves 
appetite and increases mental! and physical activity 


Available in 4-oz.; 8-oz. 16-02.; 40-oz. and 
80-oz. bottles 


TONWALIX 


(FERRIS 





Sample nm reque 


FERRIS & COLTD 


BRISTOL 


Telegrams FERRIS BRISTOL 


is practically indistinguishable in 
wear from any of the first-class 
shoes made for normal young 
feet by Start-rite. 


INNERAZE Shoes by 


‘STARTRIT 


Supplied only against medical prescription 





” Cestra Mask 


FOR SURGEONS AND NURSES 








Bacteriologically 


tested and 


specially designed 


for the 


hy : 
4 s 
prevention of ~ Lf 


SS a 


After many bacteriological experiments this mask was 
designed to arrest all droplets from the mouth and nose, 
and so to prevent contamination during operation. The 
“Cestra™ Mask consists of four layers of fine dental 
gauze. it fastens securely under the chin, has an air gap 
at the sides, is comfortable to wear for long periods and 
may be easily sterilised 
Obtainable from Chemists and Medical Stores 


MADE BY ROBINSON & SONS LTO 
Wheat Bridge Mills, Chesterfield. Tel. Chesterfield 2105 


London Office : King’s Bourne House, 229/23! High Holborn, 
London, W.C.1. Tel. Holborn 6383 


Manufacturers of all kinds of Surgical Dressings 


5 - 


droplet infection 








ANNOUNCEMENTS 














99 in the treatment of 
ECZEMA 


“ Fogg ” is a concentrate of the 
active isomers of linoleic and 
linolenic acids, of standard 
ised biological activity and the 
highest achievable degrec of 
purity. It is available in 
capsule, liquid and ointment 
presentations. “Foo” te 
indicated in cases of Infantile 
Eczema, Adult Eczema, 
Furunculosis and other skin 
disorders associated with a 
deficiency of essential fatty 
Diagnosis: Obstinate eczema of Photograph taken on February acids. It is also successful 


the face. Photograph taken 14, 1950. Treatment one “FO . ~ 
October Sth, 1949, before treat capade and one application of in cases of Varicose Leg 


mont with “FI9™ “ £99" ointment aatly Ulcers of long standing 
‘ gs g. 
Literature on request 


INTERNATIONAL LABORATORIES LTD. Dept. PR26, 205 HOOK ROAD, SURBITON, SURREY 








clinically demonstrates to the full the sedative and antispasmodic 
values of VALERIAN in combination with suitable expectorants 
in the management of the 


parcaysm of wheeping cough 


The patient's dread of their onset and distress during the actual fits 
are eliminated, and the whole character and course of the disease 
markedly modified. It is readily taken by children. 


Literature and sample available from the distributors 


” ANGLO-FRENCH DRUG C0.” SaayeNaeaeeie 
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Not whether but how 


FERROUS SULPHATE is now recognised as the most efficient 
form of iron treatment for hypochromic anamias The 
question is therefore not ** whether’’ but “how” it should 
be administered 


The preparation should not be too bulky, nor cause 
gastro-intestinal upset, yet it must disintegrate quickly 
and produce maximum hematopoietic response 


In * PLAstuces* ferrous sulphate is presented in its most 
attractive form—a semi-liquid base in a capsule which 
rapidly dissolves in the stomach, thus ensuring maximum 
absorption. *PLAsTULES’ induce a rapid response without 
gastric upset 


*PLASTULES' are available in 
with Liver Extract: and with Hog’s St 


*PLASTULES* Heamatinic Compound 


Trade Mark 


th 


JOHN WYETH & BROTHER LTD., CLIFTON HOUSE, EUSTON ROAD, N.W.1 A 




















‘THANK YOU. NURSE — NOW | 
A ~ 
WATCH ME TAKE MY OWN / PROBLEM CORNER 


ADvicE ! 


EDUCATION, we are told, is not so 
much a matter of knowing the facts as 
knowing where to find them. In mat- 
ters of finance, you will find ‘the facts’ 
at the Westminster Bank. Special 
departments exist to advise on overseas 
trade, to help with customers’ Income 
Tax problems, to obtain foreign cur- 
rency and passports, to act as Executor 
or Trustee, to . . . But why go on? We 
have said enough to show that, when 
problems like these arise, the simplest 
thing to do is to leave them in the 
efficient hands of the Westminster Bank 


sleep sweeter 


Bourn-vita WESTMINSTER BANK 


LIMITED 





From CADBURY'S } actory-in-a-Garden 
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BISMUTH IN A NEW PERSPECTIVE 


BISMUTHO 


Trade Mark Brand 


MASSIVE DOSE THERAPY 


in the treatment of 


PEPTIC ULCER 


and other DIGESTIVE DISORDERS 


BISMUTHO Compound Therapy consists of 

A compound powder containing 75 grains of Bismuth carbonate 
together with Magnesium Carbonate and Calcium Carbonate 

A tablet containing Phenobarbitone and Ext. Bellad. Sicc 

Each powder and tablet is packed in a combined unit in cartons of 30 
doses, i.e., one complete course of treatment 

A suggested diet sheet is enclosed 


n Bismuth Therapy available on request 


Cc. J. HEWLETT & SON LTD. 
35-43, CHARLOTTE ROAD, LONDON, E.C.2 
also at 216, ORR STREET, GLASGOW, S.E. 











Alpha tocopherol (Vitamin £) for 
CARDIOVASCULAR-REN AL DISEASES 


The natural vitamin | A complete range of endocrine and 
available only since hormone-vitamin preparations is available, 
1948 moet not be confused with the wheat including the popular BIOGLAN-A/R 


germ oil in use before that date with its | CAPSULES, based (like CORTISONE) 
limitations as to potency and stability. on the adrenal cortical hormone; in- 
The natural vitamin E of today comprises dicated for rheumatism, arthritis, rheu- 


a concentrate distilled from the oils of | ™atoid-arthritis, and fibrositis, and 
cottonseed, palm, soya bean, etc. It is BIOGLAN-A AMPOULES for intra- 


far more active biologically than synthetic | ™uscular injection. This powerful endoc- 
vitamin I : - ; rine tonic (combined with 50 mg. Vitamin 
The standard laid down by the League of | 3!) is in high favour because of its success 
Nations is that 1 international unit ; in fully maintaining the physical and mental 
mem. of d.l ‘alpha tocopheryl acetate health of the middle-aged and the elderly 
~ , =~ - . » > < ‘eo ) r > > 
The VITA-E Gelucap (75 i.u.) heads the | [erature on request 
list of brands approved by the Vitamin Sole Manufacturers 


Society and is that recommended by the JHE BIOGLAN LABORATORIES LTD. 
Shute Foundation for Medical Research HERTFORD. HERTS. ENGLAND 
ae . - ; . HERES, ENG ° 


and used with such conspicuous success 
at the Shute Institute Specialists in Hormones and Vitamins 
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DALMAS LESTREFLEX DIACHYLON ELASTIC BANDAGE 
whTEneeo, For the Ambulatory Treatment of Ulceration of the leg. 
FIRST-AID DRESSINGS The plaster is innocuous to newly formed tissue cells and leucocytes 
and may be used on sensitive patients without risk of plaster 
idiosyncrasy. Lestrefiex may also be used in all cases where an 
occlusive and undisturbed type of dressing is indicated, as well as for 

joint injuries, fractures and lesions of the feet 

Lestrefiex is also supplied with strip ventilation which assures 
aeration to the wound. 

In 3 yd. rolls 2) in. and 3 in. wide 


The Dalmas Special Doctor's Available on E.C.10 
Cabinet contains 180 first-aid 


dressings in seven sizes and 
shapes with a spool of Dalmas 
strapping 
M 


LEICESTER & LONDON. Established 1823 

















DALMAS LIMITED, 











REBoyy, 


acid rebound 


o ie f lowin 
It is free-flowing 


by intra-gastric 
drip 

Further information 
on request 


Benger Laboratories 


BENGER LABORATORIES LIMITED - HOLMES CHAPEL ~ CHESHIRE - ENGLAND 
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PRODUCES 
REDUCES frequ 


INDUCES 
%e Benecardin is available for oral or intramuscular administratio 


BENGER LABORATORIES LIMITED «© HOLMES CHAPEL - CHESHIRE 


ENGLAND 
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ROBABLY half the people in your surgery 
have symptoms which cause them real 
distress, and yet on examination you find 


Head- 


ache; backache; dyspnoea on exertion, 


no corresponding physical signs. 


possibly with left infra-mammary pain 
(effort syndrome); arthralgia; ‘“‘neuritic”’ 
pains; flatulent dyspepsia; fatigue and 
insomnia—the symptoms vary, and are 
often multiple. The common factor is that 
all are aggravated by stress. You listen 
patiently; examine fully; and then reassure 
strongly. This is the essential treatment 
and the physician’s old ally, Time, may 
do the rest. But there is no doubt that 
these patients expect (pe rhaps need) some- 
thing to take—a tonic which will three 
times a day reiterate your words and 
reinforce them 


What do you usually prescribe? Mist. 
Pot. Brom. et Nuc. Vom.? Iron? Vita- 
mins? Such medicines can be prescribed 
on E.C.10, and will provide the “bottle”’ 


which the patient expects. But they cannot 


‘“Sanatogen 
will do you 
more good than 


any tonic I can 


prescribe.” 


build up’’ the patient as Sanatogen does 


To recommend a tonic that the patient 
has to buy needs some justification. 

Sanatogen has such high food value that 
prescription on E.C.10 would not ordinar- 
ly be justifiable. It supplies 24 grams 
daily of first-class protein, all fully absorbed 
ind utilised, for less than a shilling a day: 
the patient gets full value for money in 
food value alone. 

But Sanatogen is much more than a food 

it has remarkable tonic properties. It 
ontains 9s milk protein with 5% 
sodium glycerophosphate, chemically com- 
bined in a long and complicated process 
nique to Sanatogen The end-product is 
1 casein-glycerophosphate complex whose 
tonic properties have been proved by the 


trial of 50 years of experience. 


We sincerely believe that you can say 
with confidence, \ course of Sanatogen 
will do you more good than any tonic I can 


prescribe’ 


Sanatogen 


THE HIGH PROTEIN TONIC 


gistered trade mark of Genatosan Ltd., Loughborough, Leics. 
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Elastoplast 
Bandaging 
Technique 


In the treatment of 
gravitational ulcers 
careful bandaging is 
essential in order to 
achieve the best results 
Seepage of discharge 
beneath a bandage 
may be prevented 

by cutting small 

holes in the bandage 


as illustrated 


Cotton wool, held in place 
over holes by a further 
strip of Elastoplast, absorbs 
discharge. See illustration 
opposite. 


The Elastoplast Bandage with Porous Adhesive complies with the B.P.C. It 
provides firm adhesion, compression and support while permitting free evaporation 
of skin exudates. Full details from Smith & Nephew Ltd., Welwyn Garden City, 
Yerts., the marketing organisation of T. J. Smith & Nephew Ltd., Hull 
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A new preparation 





Ointment 


aw Sas ae 


, 


Here is a new topical anaesthetic, chemically unrelated to the ‘ caine’ group 
with a remarkably low index of sensitization. When the patient’s symptom 
of itching, burning and pain are hindering progress, when they are causing 
sleeplessness, or when scratching is leading to secondary infection of the lesions 
this highly effective antipruritic may often provide a valuable support 
treatment 


In I-oz 


MENLEY & JAMES, LIMITED, Coldharbour Lane, London, S.E.5 


for Smith Kline & French International Co., owner o Br h Pa tN 
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CALMIC LIMITED announce a 
NEW AND ORIGINAL ORGANIC-IRON TABLET 


FERROMYN 


(Ferrous Succinate) 





the latest and most significant advance 
towards ideal oral iron therapy 


FERROMYN (tS an original and logical 
aprroach to the problem of iron absorption 
and utilisation in the treatment of hypo- 
chromic anemias and brings oral iron 
therapy a step nearer the ideal 


This new iron preparation presents Ferrous 
Succinate, a bivalent iron salt prepared from 
succinic acid, which, together with glycine is 
essential for the synthesis in the red bone 
marrow of a porphyrin (haem) containing 
iron. * 


Norma! Hb. and serum iron leve's were 
demonstrated over an average period of 24 
days treatment with a group of hypochromic 


FERROMYN 


FERROUS SULPHATE 


|, 
| 
| 
| 
| FERROUS GLUCONATE 
| 
| 
| 


FORMULA: Each tablet contains 150 
mgm. Ferrous Succinate, providing 35 mgm 
elemental iron 


PACKS AND PRICES: Bortles of /00 tablets 
4 2d plus P. Tax. Bottles of 1,000 
tablets 38.8 plus P. Tax 


*REEF: The Lancet 14 3.5 3-p 533 


anemia patients with an average initial 
haemoglobin of 60 


The controlled clinical trials with Ferromyn 
show an iron utilisation factor of 42 as 
compared with 14’,, Ferrous Sulphate and 
28°, Ferrous Gluconate. 

This response was obtained with the low 
total average dosage of 2,604 mgm. avail- 
able iron 

In comparison, the controlled group 
treated with Ferrous Sulphate required 42 
days with an average dosage of 7,568 mgm 
available iron to reach the same Hb. and 
serum-iron value 


Wllddd* 
Wa 


FERROMYN 


PRESCRIBE FERROMYN TABLETS 
BY NAME 


CALMIC LIMITED * CREWE HALL * CREWE ~°- TEL. 3251-5 


London ;: 2 Mansfield Street, V 


1 * Tel. LANgham 8038-9. 
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The Energen Dietary Service offers to medical prac- 

titioners information and assistance in all dietary 

and nutritional problems. The principal facilities 
include 


STANDARD DIETS SPECIAL DIETS 
Suitable for handing to are prepared on receipt of 
patients are supplied in an appropriate information 

indexed filing box from the attending physician 


CONSULTATIONS 


Personal consultations with patients may , 
be arranged with the senior dietition There is no charge for any of the 
services of the 


LO FREE TO MEDICAL PRACTITIONERS L LRG 


‘s ” 
oC ** Diet and the General Practitioner, 
— a 40-page book f monographs n 





’ 


specif j problems Apply on . a . 
ry your professional 25a Bryanston Square, London, W.1 
publication AMBassador 9332 


a INCREITONE = 


With VITAMIN B, 


Stomachic and Tonic Augmented by Vitamin B, 


Incretone is a general tonic to which Vitamin B, has been 
added. The vehicle contains glandular substances pituitary 
and gonads and the bitter tonic principles taraxacum and 
gentian 


Indicated in the treatment of anorexia, asthenia and general 
debility, and is a splendid aid in the convalescent period. 
Supplied in bottles of 6 ounces 


G. W. CARNRICK CO. 


Distributors: Brooks & Warburton, Ltd., 232-242 Vauxhall Bridge Road, 
— ——~ London, S.W.1 Tel. Vic. 1232 eee 
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higher and 
more sustained 
penicillin 
concentrations 
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*“PENBENEMID... 


The entirely new concept in oral penicillin therapy 


Penicillin plasma concentrations can be in- 
creased 2 to 10 times and maintained for a 
much longer period with * PENBENEMID’ 
the new oral “repository” penicillin. 
*PENBENEMID? provides plasma levels 
comparable in amplitude and duration to 
the levels obtained with procaine penicillin 
administered intramuscularly with the 
significant advantage of oral 


administration 


Dosage for adults is 4 *PENBENEMID’ 


y EE 


tablets initially, followed by 2 tablets every 
6 or 8 hours. Maximal daily dose should be 
10 tablets. For children over 18 months of 
age. the dosage is from 2 to 6 tablets daily. 
according to age and body weight. admini- 
stered in divided doses every 6 hours. 
Each “PENBENEMID’ tablet contains 
100,000 units of potassium penicillin G 
and 0.25 G. of * Benemid ’. 

Supplied for dispensing in specially sealed 


vials of 12 tablets. 


SHARI 


SHARP & DOHME LTD., HODDESDON, HERTS DOHME 
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The B.O.C. introduces 


e BETTER ABSORBENT PROPERTIES 
@ LONGER EFFECTIVE LIFE 
e WIDER RANGE OF APPLICATION 


Calona | 
" ‘ 





hii 
TT 
ili 
wee 


THE BRITISH OXVGEN co.LTD 


WEDICAL DIVISION Great West Road 
Brentford 
Middx. 


SERVICE AS UNIVFRSAL AS THE NEED 
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All forms of fron Deficiency 


readily yield to treatment 


FERRONICUM 


with 


Tablets of Ferrous Gluconate (0.2 gramme) 


Ferrous Gluconate is the bivalent iron 
salt which is best utilised and tolerated 
by the body, rendering possible intensive 
and protracted ORAL treatment in. the 
most fastidious patients. 


References 


Helv. med. acta, 1949, 16, 67 
Schweiz. med. Wschr., 1949, 79, 1255 
1949, 79, 272 
Klinische Medizin, 1950, 5, 244 
Gynaecologia, 1952, 133, 293 


Bottles of 


100 tablets 3/2 plus 
1,000 tablets 29 


4 m 
SANDOZ 


SANDOZ PRODUCTS LIMITED 


134, Wigmore Street, London, W.1 
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following cervical cautery 
follawing vaginal plestic procedures 
im routine post>ertum core 


N'A 


highly buffered acid vaginal jeil 


® provides modern scientific acid “‘douch 
> promptly restores and maintains vagina 


® encourages re-establishment of normal vagi 


Ortho Pharmaceutical Limited 


BE 
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** These charts show the increase in 

gastric tolerance following the oral 

administration of Aminophylline with aluminium 
hydroxide (Theodrox) compared with that of plain 
aminophylline. 


THEODROX provides a dependable method of 
oral administration of aminophylline in doses large 
enough to produce blood levels comparable with 
those following injection. 











Previous investigations have shown that good 
response is obtained from aminophylline only if a 
certain concentration of the active component, 
theophylline, is attained in the blood. Because 
gastric irritation prevents giving oral doses large 
enough to produce this necessary blood level, the 
only dependable way of obtaining this end has 
been to resort to parenteral aminophylline 








, . No gastric nausea and 
Now there is clinical proof that when amino- Co & we 
distress Vomiting 

phylline is combined with a specially prepared alu- 36 er. of ie ae altel rupee ares 

~ y < f piain fe) fair 
minium hydroxide, the stumbling block of gastric ——— Aminophylline Amino, hylline 

aauy, given as 

irritation can be virtually eliminated, and massive i7FGpRO\ dail) daily 
oral doses can be tolerated to produce consistent REFERENCES 
blood levels comparabie to those obtained by 


parenteral administration. (') (*). (1) Studies with Two New Theo- 
phylline Preparations, Amer. J 
med. Sci., 224: 627, 1952 


Theodrox is supplied in containers of 25, 100 
and 1,000 tablets, each tablet containing Amino- 
phylline, B.P. 3 gr. and Dried Aluminium Hy- A New Approach to Increasing 
droxide Gel, B.P.C., 4 gr Tolerance to Oral Aminophyl- 
line, Postgrad. Med 13: 432 
May, 1953. Abstracted; Prac- 
titioner 171: 328 (Sept. 1953) 


Theodrox is also available as Theodrox with 
Phenobarbitone, each tablet containing in addition 
+ gr. of Phenobarbitone B.P 





THEODROX is a trade mark of 


RIKER LABORATORIES LTD. LOUGHBOROUGH, LEICS. 


Detailed literature gladly sent on request 
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announcing 


for combined 


PRAL PENICILLIN and > SULPHAMEZATHINE’ Therapy 





‘SULMEZIL’ preparations provide an ideal means o 
administering ‘Sulphamezathine’ and penicillin together 
They have the advantage of containing what is undoubtedl\ 
the best sulphonamide for routine use and a most stabl 
salt of penicillin that gives reliable absorption and effective 
blood levels 


Pre sente d in two convemient forms :— 


TABLETS 


Each containing 0.5 gramme ‘Sulphamezathine’ Sulp hadimidine 
i - 
B.P. and 150,000 units of ‘Dibencil’ benzathine penicillin 


8° ORAL SUSPENSION 


Containing in each fluid drachm, 0.5 gramme ‘Sulphamezathine 
Sulphadimidine B.P. and 150,000 units ‘Dibencil’ benzathine 
penicillin. The Suspension is pleasantly flavoured and free 
from the characteristic teste of either penicillin or sulphonamide 
It is a stable preparation and is particulariy suitable for com 
bined therapy in children 








In the treatment of bacterial infec- 
tions sensitive to either penicillin 
or sulphonamide therany Note : Under the National Health Ser 
SULMEZIL’ TABLETS he basic cost of 25 ‘SULMEZIL’ TAB 
AND ORAL SUSPENSION LETS is 13 ad. Free from P.T. 7 


provide :— st of a $0 c.c. bottle of ‘SULMEZII 
r agamst a wide range of org ORAI SUSPENSION onta 


r agamst muxed inf eé 


easpoontu! doses 9 ad. Fre 
d effectivene 











IMPERIAL CHEMICAL (PHARMACEUTICALS) LIMITED 


A subsidiary company of Imperial Chemical Industries Lim 1 


Wiimsiow, Manchester 
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The new 
PENICILLIN 


COMPOUND 





NO NEED TO PREPARE A SUSPENSION 
READY-TO-USE - NO REFRIGERATION NECESSARY 





STABILITY: Full potency in aqueous ORAL THERAPY: Provides substantial 

suspension is retained for two years at blood levels without injection in the sys 

room temperature ideal for use in the temic treatment of mild and moderatel: 

patient's home severe infections due to penicillin sensit 
organisms 

READY-TO-USI No tedious mixing VERY PALATABLI I"he aqueous syrup 

required; the patient merely pours out the suspension is readily accepted I 


specified dose after shaking the bott! and adults 


PENIDURAL 


TRADE MARK 


Oral Suspension 
Wyeth) 


OHN WYETH & BROTHER rD., CLIFTON HOUSE, EUSTON ROAD, LONDON 
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Many fat peopl overeat because inwardly the 

food they tind solace, and a substitute for the ; 

Their hearts are in their mouths 

Such patients find dieting particularly hard 
psychological prop that supports them in th 
difficultie 

For them *‘ Drinamyl’ is often very helpful 
appetite, al d because it produces a feeling of calm 
relieve the emotional tension that lies behind the 


an aid in the treatment of overweight 


COLDHARBOUR LANE, LONI 
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AN EXTREME IRRITATION... 


The low mental state which frequently accompanies the extreme 
rritation of pruritus presents a difficult problem for the physician 
In the majority of cases the condition ts relieved by regular 
ipplication of EURAX, an odourless, non-greasy cream 
containing 10°,, crotonyl-N-ethyl-o-toluidide. EURAX pos 
sesses an extremely low sensitizing index and its activity 

is not diminished after even prolonged use. EURAX 

is available in | and 4 oz. tubes and in I Ib. jars 


Literature available on request 


ANTIPRURITIC CREAM 


Prescribable on N.H.S. form E.C.10 


/) q PHARMACEUTICAL LABORATORIES GEIGY LTD 
Rhodes, Middleton, MANCHESTER 





PH. 6la 
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For seborrhoea 





and dandruff 


Sebbix 





A safe and effective cream contain- 
ing 2°, salicylic acid, 3°%, sulphur 
and a purified fraction equivalent 
to 10°, crude coal tar incorporated 
into a specially formulated water- 
miscible base. Sebbix does not 


A non-sensitizing shampoo con- 


clog the hair and is therefore readily taining hexachlorophene | 
and purified fraction equivalent 


“db es o ‘iid 
used by women patients. Basic dis ih an an ae fe 





S¢ vaples s) shampe 0 


pensing price per ounce | . 
‘ [Sebbix |Shampoo} base. Intended for 
tube 2s. 3d. 


“use im conjurnc- 





tion with Sebbix, but may 
be recommended with every 
, . confidence as a_ safe nd 
Sebbix can be prescribed on E.C.10 er aoa aye mm 
simple treatment for ordinary 


dandruff 


* For further information and clinical Bottle sufficient for six to eight 


samples please write to Medical Dept.: good shampoos—3s. 2d 





GENATO SAN L T D. Loughborough, Leicestershire 
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TRIGEMINAL NEURALGIA 


‘DISTIVIT’ Biz 


brand 


Injection of Vitamin Biz B.P 


1,000 micrograms 


7. success obtained with vitamin B12 in treating 


the con 


neurological 


stimulated research i 


other neurological 


found that relief 


doses. For the avera 


ten days followed 


disturbances.* 
from 
ge case 


by 


iplications associated with pernicious anaemia has 


the 


vitamin of 


has 


nto treatment with this important 


In trigeminal neuralgia it been 


be of 


massive 


daily 


pain can produced by injection 


1,000 micrograms intramuscularly for 


twice weekly injections for two or three weeks 


is suggested as a suitable course. 


* 


* 


* 


eeeee#® 
PACKS 


* 
* 
. 
* 


DISTRIEUTORS : 
. 


THE DISTILLE 


SPEKE 


Ann. I nt.Med. 35 : 1028 rl) 


(iY 


South African M.J. 25 : 394. (1951) 


2: 131. (1952) 


Ne urology 


Lancet. I $39. (1954) 


eee o@eeeeeee#eeeee#ee#e#e#e#ee 
‘DISTIVIT’ B12, Imi. ampoules each containing 1,000 micrograms 


vitamin B12, boxes of 5 ampoules. 


Available from 


BURROUGHS WELLCOME & CO. 
EVANS MEDICAL SUPPLIES LTD. 
IMPERIAL CHEMICAL (PHARMACEUTICALS) LTD. 


Limited 
LIVERPOOL 


(Biochemicals) 


RS COMPANY 


owners of the trade mark * Distivit 
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CARDIAC 
FAILURE 





. Le 
Cardophylin provides £ ] = point coverage 
lode thant mH 


in controlling the various complications of heart failure 


Benger Laboratories © 


Cardophylin is presented in tablets, suppositories and 


empoules for intramuscular and intravenous administration. 


Literature is available on request. 


Cordophylir nanufoctured by Whiffen & Sor is ributed by 
BENGER LABORATORIES LIMITED + HOLMES CHAPEL « CHESHIRE « ENGLAND 





THE PRACTITIONER 














Rie. 
Be o— 


eet 


Hy podermocly sis 


Colles’ Fracture 


= 
SF 


L_@ € 


Ganglia 


Plastic Surgery 


——6 


i 
Pyelography 


i) 


Leg Uleers 7) ( x 


‘ae 


Hematomata 


Still more uses for HHyalase REGO 


hyaluronidase 


A product of Benger Laboratories 


BENGER LABORATORIES LIMITED + HOLMES CHAPEL + CHESHIRE + ENGLAND 
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MILK-ALKALI DRIP THERAPY WITHOUT 
INCONVENIENCE OR DISCOMFORT 


| gaetadetes. RI 
ty } 


anacid 
discomfort to tl 


Now, NULA 


INDICATIONS 
NULACIN t 
wastric ¢ 
cer 
Beginnit 
be placed 
the stage of 
required. For f 
or two tabiets t 
NULACI 
B.P. equ 


7 pack ol 25 tablets 
va Nut N ta 
at iT er ; 
\ y 


=f 
Vu 


BIBLIOGRAPHY: 


The Control of Gast a 

Ju 952, Brit. Med 

Medical Treatment of Pept 

27th February, 1952, Med 

195.199 

—_ The Effect past a 

NULACIN is available from Horlicks 
in the U.K., U.S.A.. Canada (as HORLICKS LIMITED 
Nulactin), Australia, New Zealand, 
Ceylon, Malaya, India, and is also Pharmaceutical Division, SI Ol GH, BI CKS. 
distributed in most other countries. 
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in quick time... 


To those suffering trom 
there is new hope of speedy recovery. Many 
inflammatory conditions that were 

, ! 1] lJ 
previously intractable yield quickly to 


Chloromycetin 





For topical application Chloromycetin 

1S available In the form ofa m th, non-irritating 
cream giving a high local concentration 

It is also of great value as a routine 


minor wound dressing. 


CHLOROMYCETIN Gream 


@ « 


i: Parke, Davis 4 company, LTD. (inc. USA) HOUNSLOW, MIDDX. 1 














Drug-resistance 


does not occur with *‘Mandelamine’. It is a urinary antiseptic of high potency 
against most organisms encountered in genito-urinary infections It Occasions 
no side-eflects, and no special regimen is required 


Each enteric-coated tablet contains 0-25g. (gr. 3}) methenamine mandelate 


‘MANDELAMINE?’ tablets 


a very safe urinary antiseptic 


naformation on request 
For cost to N.H.S., please see M. & J. list of costs dated April, 1954 
MENLEY & JAMES, LIMITED, COLDHARBOUR LANE, LONDON 


MP 44 VMandelun he ad Nepera ¢ , ( 


¢ 
2 


E 


c 
| 











THE PRACTITIONER 


Aspirin tolerance 


Difficulties attending the administration of 

aspirin in large doses over prolonged periods 

are now largely overcome. 
Heavy aspirin dosage is possible without 
the development of gastric and systemic 
disturbances when the analgesic is given in 
the form of Solprin tablets, which provide 
calcium aspirin unassociated with decom- 
position products; in palatable solution. 


Both aspirin and calcium aspirin, as generally prepared, have 
chemical and physical disadvantages. Aspirin is acid and 
sparingly soluble: calcium aspirin is unstable and unpalatable. 

‘Solprin’ overcomes the disadvantages — combining the advan- 
tages—of both. ‘Solprin’ is substantially neutral. It does not 
decompose during manufacture or storage. Like aspirin it is 
analgesic, sedative, antipyretic and anti-rheumatic: like pure 
calcium aspirin it is soluble and bland. 

In all but cases of extreme hypersensitivity, extensive clin- 
ical trials with ‘Solprin’ show just such gratifying results as 
might be expected of so remarkable a combination of properties. 


Upon the importance of such results there is no need to insist. 


SOLPRIN 


Stable, soluble, palatable calcium aspirin, 


napplication. Solprin is not 
nly on prescription (U.K 


spensing pack, price 7/6 (Purchase 


PHARMACEUTICAL DEPT 


» HULI 
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H.P. ACTHAR Gel 


THE ARMOUR LABORATORIES BRAND OF 
ADRENOCORTICOTROPIC HORMONE ACTH 


THE FIRST LONG ACTING HIGHLY PURIFIED 
ACTH TO BE MADE AVAILABLE--DOES NOT 
REQUIRE REFRIGERATION 


Established Indications : Collagen diseases or connective tissue 


diseases, such as rheumatoid arthritis, rheumatic fever, acute 
lupus erythematosus; hypersensitivities such as severe asthma, drug 
sensitivities, contact dermatitis ; most acute inflammatory diseases 
of the eye and metabolic diseases such as gouty arthritis and 
secondary cortical hypofunction, etc. 


Supplies in the United Kingdom distributed 
exclusively by the Ministry of Health 


THE ARMOUR LABORATORIES 


SMOUR & COMPFANT ATE 


HAMPDEN PARK, EASTBOURNE, SUSSEX 


Te legrams 
ARMOLAB 
EASTBOURNE 


Telephone 
HAMPDEN PARK 
140 
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TABILLIN in the pe 
new Foil-Pac’ 


This new method 


of packing =f Mdinidually 
protects Sealed, 


— 











each tablet 


until used ad required 


— a most important consideration in 
oral penicillin therapy, which is now 
established as a satisfactory method of 


systemic administration 


9 << oe 
= SS 


Tabillin offers these advantages: 


§§ Tabillins, being individually sealed, advantages of individually-sealed pro 


are protected against contamination and tection. Wastage is eliminated 
loss of potency 
4 Tabillins are supplied in four strengths 


2 Each dose of Tabillin is protected : 
to facilitate convenient dosage schedules 


until required—therefore superior to 

' 

iquid preparations ; . , 
aye aes § ‘Foil-Pac’ Tabillins are economical 


3 Any quantity of Tabillin can be pre- Available at no greater cost than un 


scribed and dispensed without losing the wrapped tablets 
Whenever Oral Penicillin Therapy is indicated, Tabillin is the preparation of choice. 


ae ee ee 


TABI LL| N Penicillin Tablets B.P. 


Tablets of 100,000, 200,000, 400,000 and 500,000 I.U. Containers of 10 and 100 tablets. 


Descriptive literature from Medical Dept., Boots Pure Drug Co. Ltd., Nottingham IP 
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FOR PATIENTS 


who cannot stake’ oraliron 


| 














The administration, orally, of 

iron can prove difficult in practice through 
gastrointestinal irritation. Absorption 

is reduced and the patient after one or two 
digestive upsets fails to take the tablets regularly 
FERGON, however, causes less digestive 
disturbances than other oral preparations 

and often produces a marked rise 

in the haemoglobin level where 

ordinary iron salts have failed 

FERGON is well tolerated 

and even the most sensitive 

patient will take this 

better absorbed iron 


preparation readily and regularly 


Trade Mark 


lor intensive oral iron therapy 


FERGON is mar 


CHET) eroovers cmiten eee: novse - xiveswar- roxvoy w.ce 


i I t¢ wiNni PRODUCTS LIMITED. LONDON 
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for the eczema-dermatitis 
group of skin lesions 


| 

| Each stage of eczema-dermatitis 
| requires its own particular local treat- 
| ment with medicaments which will 
| not exacerbate the condition. 

| 


| 


| sub-acute a lesion—a little weeping, 








mainly crusted, irritant 


| and sore 


\ soothing prepara- 


ation—zinc oxide, ichthammol and 


| camphor in a cooling drying base. 
| Non-sensitizing and effective. 





| 

chronic | lesion—red, dry and scaly 
T 
| often very irritant. 





Pleasant, white, safe, 
non-sensitizing fractions of 
tar with salicylic acid and zinc oxide 
ZICTHOL in a water soluble non-drying base. Pixcyl 
and PIXCYL provides all the advantages of traditional tar 
are prescrib- therapy but without any of the disadvantages 
able on E.C.10, commonly associated with crude tar. 
the basic price 
to the N.H.S. For further details write to the Medical Department: 


ine 3 aed G) GENATOSAN LIMITED 


respectively. Loughborough, Leicestershire 
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ochromic ” 


«= Anaemia 


ily treated u ith 


Neo-Ferrum (Intravenous) 


Iron must be given intravenously 
whenever it is necessary to raise the haemoglobin 
level rapidly and in those cases which cannot tolerate 
adequate doses of iron orally. In such circumstances 
a preparation should be chosen which can be relied 
upon to produce a satisfactory haemopoietic response 


and to be free from toxic manifestations. 
‘** Treatment with intravenous iron was 


safe, efficient and reliable.” (Lancet, 1954, /. 899), 


Neo-Ferrum (Intravenous) 


Packings : Sml. amps in boxes of 6 and 50 


10ml. amps in boxes of 6 and 25 





THE CROOKES LABORATORIES LIMITED: 
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It’s curious 
tit a tal should be said % have 9 bives 


How very interesting if babies were similarly endowed 
We could then feed each life on a different food and 
compare results. 

We are confident that. if this test could be made. 
Cow and Gate would justify our belief that there is 
no finer Infant Milk Food obtainabl> 

As a baby has only one, very precious, life, how 
important it is to prescribe the best food from the 
beginning ! 

For the normal healthy child, our Half Cream, Full 
Cream and Humanised Milk Foods need no advertise 
ment. Here are 9 of our Milk Foods for special dietary 


FRAILAC 


for the Premature Infant 


SPRULAC 


for Coeliac disease und Sprue 


HEMOLAC 


for Microcytic Anaemia of Infancy. 


HALF CREAM LACIDAC 


for Infectious Fevers and Enteritis 


SEPARATED LACIDAC 


for Gastro-enteritis and Fat Intolerance 


ALLERGILAC 


for Infantile Eczema and Milk Allergy 


PRENATALAC 


for Expectant and Nursing Mothers 


BRESTOL 


(a fat emulsion with added dextrose and oranze juice) 
for Marasmus and Milk Medification 


PEPTALAC 

(containing pre-digested protein ) Full details of all our products with analyses and 
indications for use are given in our Medical Hand- 
for Duodenal Ulcers, Conva!escents book obtainable from the Medical & Research Dept., 


and Pre- and Post-operation diets. Cow & Gate, Guildford, on request 
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In a wide 


range of 


common skin 


disorders 


‘Pragmatar'’ 


— the outstanding tar-sulphur-salicylic-acid ointment —is effective in many 
common skin disorders. The cetyl-alcohol-coal-tar distillate retains the therapeutic 
activity or crude coal-tar but is less likely to irritate and does not stain 

Ihe effectiveness of all the active components is enhanced by the special 
oil-in-water emulsion base. ‘ Pragmatar’ is convenient to use on both glabrous and 
hairy surfaces, and is therefore particularly useful in the general care and hygiene of 


the seborrhoeic scalp. 


SEBORRHOEIC DERMATITIS - FUNGOUS INFECTIONS 
ECZEMATOUS ERUPTIONS - PSORIASIS 
‘Pragmatar? *27"""““ 

Formula : Cetyl - alcohol -coal-tar distillate 4%; 


J ° . if 40 _— . j > 
sulphur 3% ; Salicylic acid 3% ; in a washable base 


For cost to N.H.S., please see M. & L. list of costs dated April, 1954 


MENLEY & JAMES, LIMITED, COLDHARBOUR LANE, LONDON 


PRP24 r Smith Kline & French Interna la “ne f the trad 
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A Superior 
Buffered Analgesic 


‘ALASIL” TABLETS—the improved form of salicylate medica- 
tion—provide the efficient analgesia expected from their 
content of aspirin. Their superior acceptability derives 
from their content of a reliable buffer which minimizes the 
tendency to gastric irritation sometimes caused by the use 
of aspirin alone. 


‘Alasil’ is an advanced sedative and anti 
pyretic; it does not tend to induce gastric 
Ad t irritation: because of its high tolera- 
van ages bility, it may be used for long-term 
administration even to those with sensitive 

stomachs, and to children 


~< 


<> ; 
<< 


‘Alasil’ Tablets contain the recognized 
°° antacid corrective, “Alocol’ (Colloidal 
Composition Aluminium Hydroxide), which permits 
their sedative [principle, acetylsalicylic 
acid, to exert its action with minimal risk 

of side-effects 


>< 
>< 


Symptomatic pain generally; rheumatism, 


. . 
Ind cations fibrositis, lumbago, headache, dysmenor- 


rhoea; dental pain. 


Packs & Prices TO PHARMACISTS (P.T. exempt / 


Standard size : 1000 in 250 bottles. 30/8 
Juvenile size 375.66: 750. 11/3: 1.500, 21 € 


@® 
Alasil ~ 


Sample and literature on request to 
A. WANDER LTD., 42 UPPER GROSVENOR ST., LONDON W.!. 


he 
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ALASIL JUVENILE TABLETS 


flasil ‘Juvenile’ Tablets specially sized for children, and 
neither coloured nor flavoured, are packed in tubes bearing 
dosage-for-age instructions 
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_— CHEMOTHERAPY OF TUBERCULOSIS ~~ 


The concurrent use of PAS salts 
and Isoniazid is now fully recognized as a major therapeutic measure 
against all forms of tuberculosis. 


® 


Aminacvl PAS Salts 


BRANO 


‘Aminacyl’ PAS products, with the exception of 
the Granulate (Ca PAS only), are available as 
either Sodium PAS B.P. or as the Calcium Salt 
They include whatever commonly used forms 
may be prescribed in terms of physicians’ choice 
and patients’ preference 


- * . j 
PACKS: Cachets 1.5 ¢ 100’s $00's \minacy 
2.08 80's 400's ee : 
{ip 
Dragees 0.5 g. (plain) 250's 1.000's * unary 
0.75 g. (enteric-coated) .250's 1,000's ; 
Bulk Powder lkg. Skg 1 
Granulate (Ca PAS) ..... 400 g. 2,000 ¢ 


o 9 

(Calcium 

Aminacyl B-PAS (75s) 
BRANKO 

This new modification of PAS has the advantage of pro- 


viding therapeutic effect comparable with that of Na and 
Ca PAS, but with smaller dosage. Furthermore, it is 


completely non-toxic, and is almost completely tasteless 


PACKS: ‘Aminacyl’ Ca B-PAS Powder Tins of 150 and 500 
envelopes each 3.5 g 


Aminacyl’ Ca B-PAS Cachets: Tins of 80 and 400 ig 


‘Aminacyl’ Sodium B-PAS Cachets are also available in 
tin f 80 and 400 1.S¢ 


for convenient prescription of PAS and Isoniazid 
concurrently 


‘PASINAH’ Cachets each contain 1.5 g. Na PAS 
(Sodium p-Aminosalicylate B.P.) and 17 mg 
Isonicotinic Hydrazide 
PACKS: Standard Tins of 100 and $00. Details of 


nstitutional qua es on request 


Further information from the_Medical Dept 
4. WANDER LIMITED, 42 Upper Grosvenor St., London W.1 Phone: GRO 3931. 


CANADA A. Wander Ltd., Peterborough, Ontario AUSTRALIA A. Wander Ltd 

Devonport, Tasmania. NEW ZEALAND: A. Wander Ltd., Christchurch. INDIA: Grahams 
Trading Co. (India) Ltd., 16 Bank Street, Bombay PAKISTAN: Grahams Trading 
( Pakistan) Ltd., P.O. Box 3, Karachi CEYLON A. Baur & Co. Ltd., Colombo 
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Antihistamines for old and young 


When the contents of Pandora’s Box were released, Hope alone remained. To the 
patient of allergic diathesis, threatened by a veritable Pandora’s Box of ills, the 
antihistamines * Histantin’ and ‘ Actidil’ represent far more than hope. 
For adults ‘ Histantin’ is the product of choice, giving prolonged relief with a 
minimum of side-effects. 
The new quick-acting antihistamine, ‘ Actidil’, exerts its effect for about 12 hours 
and is also notable for low incidence of side-effects. ‘Actidil’ Elixir has been 
specially formulated and clinically tried for the treatment of allergic conditions in 
children. 

*HISTANTIN’, 50 mgm., is issued in bottles of 25, 100 and 500 

at list prices (subject to usual discount) of 6/6, 24/6, 110/- 

*ACTIDIL’ compressed products of 2°5 mgm. in bottles of 2: 

and 500 at list prices (subject) of 6/6 plus 1/3 P.T. and 110/- plus 

20/74 P.T. 

* ACTIDIL’ ELIXIR in bottles of 20 fluid ounces, for dispensing, at 

a list price (subject) of 15/- plus 2/10 P.T. 


bal BURROUGHS WELLCOME & CO. (The Weticome Foundation Lid.) LONDON 
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A New development 
providing CONTROLLED antacid therapy 


Prodexin is a new product containing aluminium glycinate, and 
belongs to the buffer group of antacids. It depends for its action 
upon the slow release, on hydrolysis, of active aluminium 
hydroxide gel and glycine (amino acetic acid). Glycine rapidly 
raises the pH to 2, sparing the aluminium gel for the later stage 
of raising it into the “safe zone”’ of pH 3°5 to 4°5. Prodexin 
maintains an equable gastric environment for long periods with- 


out alkalisation. 
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“ALKALISING™ ANTACID 


PRODEXIN 
ALUMINIUM HYDROXIDE TABLET 








100 120 s:sures 





Prodexin provides a convenient, 
economical and safe treatment for 
HYPERACIDITY and PEPTIC 
ULCER 

The tablets, sucked one at a time, 
maintain the pH of the stomach 
contents within the “‘safe zone” for 
up to two hours. With Prodexin 
there is no risk of acid rebound or 
alkalosis. Prodexin tablets are 
pleasant to suck and they do not 
form gritty particles in the mouth 
or give rise to constipation. 


Each tablet contains :— 
luminium glycinate 0-9 gramme 


A 

- (dihydroxy aluminium aminoacetate) 
Light magnesium carbonate 0-1 gramme 
The basic N.H.S. cost of treatment at the rate of 
6 Prodexin tablets daily is 84d 


Manufactured in the laboratories of 


Cc. L. BENCARD LIMITED 


MINERVA ROAD ~~ PARK ROYAL: LONDON: N’'W:''1IO 
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Since the original synthesis of *Amytal, nearly thirty years ago, the House of 
Lilly has been closely associated with the further development of the barbiturates 
Today, as a result of the progress achieved in this field of research, the physician 
has an extensive range of barbiturates from which to choose and can select the 
drug especially suited to his needs 
For fairly prolonged hypnosis and day-time sedation 

week SAMYTAL?’ sexo amyosarsitone in strengths of gr. 4, 


MARK 
gr. }, gr. 4, gr. j, gr. 1h 


For medium onset and duration, and especially in the neuroses 


rane ‘SODIUM AMYTAL’ BRAND SODIUM AMYLOBARBITONE in 
strengths of gr. 1 (sedative) and gr. 3 (hypnotic). Also in 
Ampoules 0°125 Gm., 0°25 Gm., 0°5 Gm. and 1:0 Gm 


For rapid onset and short duration ; suited for simple insomnia and 
as a pre-anaesthetic 


aa * SECONAL SODIUM’ BRAND QUINALBARBITONE SODIUM In 


strengths of gr. ? (sedative) and gr. 1} (hypnotic) 


To combine rapid onset with a more prolonged action 
ros *TUINAL’ BRAND SODIUM AMYLOBARBITONE With QUINALBARBI- 


MARK 


TONE sopium in strengths of gr. 1} (sedative) and gr. 3 (hypnotic) 


EL! LILLY AND COMPANY LIMITED 


BASINGSTOKE, HANTS. 
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IT was in 1942 that the concept of the ‘ collagen diseases’ was introduced 
by Klemperer. It attracted little clinical attention, however, until the 

dramatic introduction of cortisone into the therapeutic field 
The by Hench and his colleagues in 1949. Since then it has 
Symposium swept into common medical parlance but, as Dr. Robb- 

Smith points out in his introductory article to our sym- 
posium this month, on ‘ The concept of the collagen diseases,’ the term 
has been used with little consideration for its meaning. In his opinion 
‘there can be no question but that Klemperer’s concept of the functional 
significance of connective tissue is fundamentally sound’. Where confusion 
has arisen is ‘because the essential meaning of the term has been interpreted 
by different authorities in different ways’. His article should go far towards 
clarifying the present status of this elusive, and abused, concept. The other 
articles in the symposium present the salient clinical features of the more 
important diseases usually included in this group—rheumatoid arthritis, 
polyarteritis nodosa, lupus erythematosus, scleroderma and dermatomyo- 
sitis. Although their etiology is still obscure, much has been learnt of their 
clinical features as a result of their intensive investigation during recent 
vears. Careful correlation of these clinical observations with laboratory 
findings may yet prove the most promising approach to the solution of one 


of the most intriguing problems in the whole field of medicine. 


On August 26, 1929, the Board of ‘Trade accepted the registration of the 
College of Obstetricians and Gynecologists as ‘a Limited Company, with 
permission to delete the word Limited’. ‘Thus, after as tem- 
R.C.O.G. pestuous a gestation period and as complicated a confinement 
as even the most adventurous of obstetricians could wish for, 
was born what is now the youngest of the Royal Colleges. At the time of 
its registration the College consisted only of the nine signatories to the 
articles of Association. ‘Today there are 381 Fellows and 1,083 Members, 
over 500 of whom come from the British Commonwealth overseas. ‘The 
story of these formative years is stimulatingly told by Sir William Fletcher 
Shaw (“Twenty-Five Years’. London: J. & A. Churchill Ltd., price 215 
who for five years was honorary secretary of the committee which brought 
the College into being, and then honorary secretary until 1938 when he 
was elected President, a post he held until 1943. Mancunians will be 


quick to note that for two years during his tenure of the presidential chair, 
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the Presidents of the three Royal Colleges hailed from Manchester —him- 
self, Lord Moran, and Lord Webb-Johnson. It was during his term as 
President, in November 1938, that the College was granted the title of 
‘Royal’, but, mainly owing to the intervention of the 1939-45 War, it was 
not until March 1947 that the College received its Royal Charter and was 
thus empowered to use its present proud title cf the Royal College ot 
Obstetricians and Gynzcologists. 

To mark its first quarter of a century the College is issuing a Silver 
Jubilee Building Appeal for £400,000. Its present premises in Queen Anne 
Street the gift of Professor William Blair-Bell, the first President of the 
College—are now inadequate to cope with the increasing activities of the 
College. A lease has been obtained of the site of Sussex Lodge, Regent's 
Park, and plans have been prepared for the building of a new home for the 
College. ‘The cost of the site and building is estimated at £250,000, and a 
further {150,000 is required to provide a minimum reserve and endowment 
for maintenance. ‘The College can rightly claim much of the credit for the 


improvement in the maternity services of the country and the steady fall 


in the maternal mortality rate. ‘There is still much for it to do, and it is to 


be hoped that this Silver Jubilee Building Appeal will achieve its aim 
hus equipped, the College can enter upon another quarter of a century 


of steady expansion and continuing service to the community 


IN an otherwise relatively non-controversial report (‘Report of the Com 
mittee on General Practice within the National Health Service’. London 

H.M. Stationery Office, price 2s. 6d.) there are four 
A Provocative points which are likely to give rise to considerable dis- 
Report cussion. ‘To take them in the order in which they appear 

in the report, the first is the committee’s categorical 
rejection of special awards for efficiency and experience in general practice 
‘Whatever may be the advantages of merit awards for consultants and 
specialists, in the field of general practice the suggestion was dismissed on 
purely practical grounds. The process of assessment might do very 
serious harm to the good relationships which at present exist between 
genera! practitioners in the Service and, indeed, it might undermine the 
very basis of group practice’. Does this mean that in the opinion of the 
members of the committee, who include, incidentally, the Presidents of 
the three Royal Colleges as well as the President of the College of General 
Practitioners and the Chairman of the council of the British Medical 
Association, general practitioners are of a different calibre from their 
colleagues in consultant practice? The second point of note is that ‘quite 
apart from the question of economy and expedience, the Committee thinks 
it is desirable that more normal confinements . . . should, if the housing and 
other relevant social conditions are satisfactory, take place in the patient's 
home’. ‘This unexpected, but welcome, point of view should go tar towards 
reversing the present trend towards the institutionalization of normal con- 
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finements which ts good neither for the expectant mother, th vew-born 


bstetrician 


infant nor the generai-practitioner o 

The third point is the committee’s refusal ort the claim of private 
patients to obtain their prescribed medicit rough the National Health 
Service. As we have already poirted out in the vaves, ‘Why a patient 
’ 


: , 
lecides 


should be cf my elled to pay for his medi Ime simply he¢ 1Us¢ 
to pay his dector for his professional advice is completely incomprehensible 
to the ordinary mind— except on political grounds’. ‘The committee, how 


ever, adopts the legalistic attitude that ‘it is right to regard prescribing 


an integral part of general medical services’. In support of their de 


‘ 


they state tha manv of the doctors who appear most anxious to ¢ 

this facility are unwilling to enter into any contract with, or submit to a1 
conditions within, the Service.’ ‘This is a statement which obviously require 
amplification ind clarification, and we have no doubt that the la has not 
been heard of this distressing example of petty bureaucracy. Finall 
perhaps most interesting of all, is the statement: “The Com: 

favours the part-time employment of suitably qualified 

general practitioners in all hospital grades’—including t! 

Surely, this is the antithesis of all recent trends. The cast-iron bureaucracy 
of the National Health Service has made it wellnigh impossible, in practice 
if not in theory, for general practitioners to transfer to Col sultant status 
But here, apparently, is an influential committee of the Central Health 
Services Council resurrecting the old vC neral-practitioner-co1 ultant Ihis 
is a challenge which we trust will be taken up by the general practitioners 
of the country. Many of the old general-practitioner-consultants were the 
salt of the earth. It looked at one time as if we would ‘not look upon their 
like again’, but apparently there is still the possibility of their surviving to 


prove their worth in the vears to come 


IN our issue last month (p. 58), Dr. R. S. C. Fergusson drew 
the fact that ‘economy and religious pres¢ ribing of standard « 
necessarily go hand in hand’. Further confirmation 
Prescribing ment is forthcoming in the latest price list (‘Costs of Na 
Costs Formulary and proprietary preparations’) issued by 
Ministry of Health in its ‘Prescribers’ Notes’ series. Of the 
121 proprietary preparations, for which official (or standard) equivalent 
are given, 53 cost less than the equivalent, 63 cost more, and in five instances 
the cost is the same. In the case of 15 of the proprietary preparations which 
are more expensive, the difference is 3d. or less. Incidentally, it is interesting 
to note that the cost to the National Health Service of a prescription for 
24 tablets of aspirin (5 grains each) is 1s. 4d., whereas it is possible for the 
public to buy these over the counter at a cost of 4a rr 25 tablets 
Dr. Fergusson may have rather overstated the ca vh says that 
‘the pharmaceutical service is financially too small a part of the National 


Health Service to be productive of major economies in the Service’, but 
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it is clear that the Ministry has tackled the problem from the wrong angle. 
No one will deny that expensive proprietary preparations should not be 
prescribed when there is a therapeutically equivalent standard preparation 
available at a much lower price, but examples of these are the exception. 
Where the emphasis should be laid is in appealing to practitioners to 
exercise discrimination in the amount of 4 drug or dressing which they 
prescribe, and in the prescribing of expensive new drugs in conditions in 
which they are not essential to the speedy recovery of their patients. This 
could best be achieved by speeding up the work of the Prescribing In- 
vestigation Unit of the Ministry to something approaching its pre-war 
standards, when the prescribing of each of 17,000 ‘panel’ doctors was 
reviewed, on rota, every nine months. As The Chemist and Druggist has 
pointed out, ‘it is clear that the prescribing of proprietary medicines is far 
from being the only, or even the chief, factor in the high cost of the 
pharmaceutical service. In the circumstances, the Ministry might do well 
to moderate its campaign against proprietaries, and, instead, to intensify 
it efforts against real extravagance in all forms’. 


“THe danger is that pharmaceutical research may be rendered so un 
attractive in this country and so unprofitable that this important field of 

research may be abandoned by one company after another 
Restricting and this country may be forced to rely upon the scientific 
Research achievements of other countries’. This grave warning from 

Dr. Alexander Fleck, the chairman of Imperial Chemical 
Industries, is but one of several such warnings which the chairmen of the 
leading pharmaceutical companies of the country have addressed to the 
Minister of Health. ‘The danger arises from the ‘rather unintelligent applica- 
tion of quite inappropriate costing methods’ by his Ministry in assessing 
‘fair’ prices for proprietary preparations. 

The 1914-18 War taught us an expensive lesson as to the effects of being 
dependent upon other countries for pharmaceutical research. The lesson 
was taken to heart by the leading pharmaceutical companies of the country, 
and during the last three decades practically all the major discoveries in 
this field have come from their research laboratories or from research 
subsidized by them in the universities. It would be a major tragedy to 
British prestige in the international field of research if these research 
institutions have to close down because of the ‘application of inappropriate 
costing methods’. It is time that the Minister took the blinkers off the 
bureaucrats in his Department and drew their attention to the elementary 
fact that, in the words of the chairman of British Drug Houses Ltd., the 


pharmaceutical industry ‘lives—and finances its essential research work 

not by an evenly spread profit level, but by an average profit on its great 
range of products’. It is time that the nation realized that the price of saving 
a few hundred thousand pounds annually in the N. H. S. drug bill may be 
the disappearance of some of the greatest research institutions in the country 





THE CONCEPT 
OF THE COLLAGEN DISEASES 


By A. H. T. ROBB-SMITH, M.D., F.R.C.P 


Vuffield Reader in Pathology, University of Oxford; 
Director of Pathology, The Radcliffe Infirmary, Oxford 


In the Index Medicus for the Six-year period, 1941-1947, there are only two 
references to articles on the ‘collagen diseases’; in the subsequent six years 
there are more than 120. What is this new condition and why has it become 
so popular? ‘The ‘Current List of Medical Literature’ provides a clue to the 
first question, for under Collagen Diseases is printed ‘See also arthritis, 
rheumatoid; dermatomyositis; lupus erythematosus; periarteritis nodosa; 
rheumatic fever; rheumatism; scleroderma’. A partial answer to the second 
question may perhaps be found in the ‘Cautels for Medical Men’ attributed 
to Arnold of Villanova, the thirteenth-century physician: 

“The seventh is this, and it is perhaps one of very general application. Very 
possibly you gather nothing at all from an inspection of the urine; very well then, 
say that the patient is suffering from obstruction of the liver. Your visitor (i.e. the 
person who has brought the urine) will say, ‘No, Sir, it’s his head or his legs or 
somewhere else’: then you must sav; ‘“‘Well that comes from the liver or the 
stomach”’. Be sure to use the word “‘obstruction’’, for they don’t understand it, and 
it is often exceedingly useful that people should not understand what you say’ 

This can only be regarded as a partial answer, for though the medical 
profession have always been attracted to obscurantism in diagnostic ter- 
minology, yet every new term has deen based on a theory or system, sound 
or unsound, and so we must inquire why these diseases and a few more 
which have struggled on to the collagenous band waggon— diseases which 
have been known for fifty or more years—should be classed together and 


what merits has the concept ol ‘collagen diseases’. 


HISTORICAL BACKGROUND 
It is possible to trace the fibre concept from Fernel through Baglivi to 
Haller who recognized areolar connective tissue or ‘tela cellulosa’, as he 
called it. Bichat, who introduced into biology the revolutionary idea of tissues 


as functional units, specified the existence of a ‘systéme cellulaire’ or con- 


nective tissue (the actual word in its German form, ‘Bindegewebe’, was first 
used by Johannes Miiller in 1834); not only did Bichat suggest that each 
tissue reacted to stimuli in a uniform manner irrespective of where it might 
be in the body but also that, in addition to local diseases affecting particular 
organs, there were systemic diseases involving each type of tissue. Bichat’s 
premature death robbed us of his textbook of pathology, but it is clear that 
he had the concept of systemic diseases of connective tissue. 

It is not widely appreciated that Virchow’s views on cellular pathology 
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evolved from his study of connective tissue, but, as the doctrine of cellular 
dominance evolved, so interest in the intercellular tissue waned and has only 
been revived in the last twenty-five years. It is always difficult, when looking 
backwards, to determine which investigator, which paper it was, that set a 
trend of thought in motion; often there is a climate of thinking so that the 
idea appears apparently spontaneously, though differing in detail, from a 
number of centres. This seems to have been the situation with regard to 
the renaissance of the concept of disease of connective tissue. 

One might go back to Claude Bernard and the ‘milieu interne’ but it 
would be more accurate to suggest that the viewpoint developed out of the 
physicochemical approach to physiology and pathology evolved by Hoeber 
and developed by Schade (1923) in his brilliant book ‘Die Physikalische 
Chemie in der inneren Medizin’, where he emphasized the physicochemical 
function of connective tissue and its alteration as a result of the presence of 
various noxe. From this stemmed the concept of serous inflammation 
by Rdéssle and the pathology of permeability of Eppinger, although they em- 
phasized an alteration in capillary permeability rather than an alteration in 
connective tissue. This approach has been well reviewed, in the light of 
modern connective tissue histology, by Altschuler and Angevine (1951), but 
it is necessary to appreciate that the concept of serous inflammation, 
although involving connective tissue, is essentially a general pathological 
tissue reaction rather than an example of a specific connective-tissue disease. 
Perhaps it is Standenath’s monumental review on connective tissue (1928) 
that should be regarded as the starting point of the revival; there was 
gathered together all that was known of the character and development of 
connective tissue, its physiology and pathology, but in the pathology section 
stress was laid on the functional alterations of connective tissue in diseased 
conditions—an extension of Schade’s views—rather than structural altera- 
tions. Standenath, however, postulated a ‘status mesenchymo-hypertonicus- 
hyperplasticus’ which included the exudative diatheses, polyserositis, 
arthritism and status thymo-lymphaticus, although the emphasis was on the 
changes in tissue permeability without much consideration of morphogenesis. 


KLINGE AND RHEUMATIC FEVER 
It was certainly the new approach toe the morphogenesis of rheumatic fever 
that started the trend of thinking from which the concept of the collagen 
diseases evolved. The myocardial granulomas had been known since 
Aschoff’s description in 1904, and one or other type of streptococcus had 
been invoked as an etiological agent since 1898, whilst Weintrand, in 1913, 
first put forward the idea that rheumatic fever might be an allergic disorder. 
Nevertheless, there was as much disagreement on the pathogenesis of the 
disease as there was on its etiology; by many the anatomical lesion was 


regarded as vascular, by some as a cellular reaction. Then in 1929, ‘Talajew 
suggested that the fundamental lesion was a mucinous cedema of the ground 
substance, and in the same year Klinge published his first paper on the 
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subject. He stressed that the essential lesion in rheumatic fever, whether the 
manifestations were in the myocardium, the joints or the subcutaneous 
tissue, was a degeneration of the connective-tissue fibrils with the formation 
of waxy highly refractile masses—the fibrinoid degeneration originally 
described by Neumann in 1880 and recently studied histochemically by 
Altschuler and Angevine (1949) and Glynn and Loewi (1952). Further, 
Klinge and his associates claimed that similar connective-tissue lesions were 
found in rabbits rendered hypersensitive to foreign proteins and accordingly 
they suggested that not only did this indicate that the pathogenesis of 
rheumatic fever was an allergic tissue reaction, but further that fibrinoid 
degeneration of connective tissue was a characteristic lesion in tissue hyper- 
sensitivity. Proceeding along this line of thought, Klinge (1933) drew 
attention to the similarity of his experimental lesions not only to those in 
rheumatic fever, but also to polyarteritis nodosa and so introduced the con- 
cept that this disorder might also have an allergic pathogenesis; in view of 
the presence of fibrinoid change in dermatomyositis, malignant hypertension, 
nephritis, subacute bacterial endocarditis and thromboangiitis obliterans, 
these were also regarded as due to tissue hypersensitivity. 

This concept of a group of allergic disorders was seized on eagerly by both 
clinicians and pathologists, and critical histological studies fully confirmed 
Klinge’s view that the fundamental morphological lesion in rheumatic fever 
was an alteration in connective tissue, although the more cautious path- 
ologists were not entirely convinced by the evidence purporting to show that 
all these disorders were allergic in pathogenesis. Clark and Kaplan’s (1937) 
demonstration, that fibrinoid changes were present in the cardiac and con- 
nective-tissue manifestations in serum sickness in man-—an undoubted 
allergic disorder—strengthened the views of Klinge’s followers, and when 
Masugi and Ya (1938) described a case of diffuse scleroderma in which 
there was fibrinoid change in the blood vessels, they suggested that this 
should also be regarded as an allergic disorder. 


LUPUS ERYTHEMATOSUS AS THE KEY 
It will be necessary now to consider disseminate lupus erythematosus, which, 


except for an earlier suggestion by Stokes (1922), had not, curiously enough, 
been proposed for inclusion in the allergic ‘rheumatische formenkreis’. 
Klemperer (1952) has given an admirable account of the changing concept 
of this disorder from a localized skin condition to a generalized visceral 
disease; it was Libman and Sachs’ demonstration of the cardiac lesions in 


1924 that initiated the alteration in viewpoint. In 1935, as a result of a 
detailed histological study of a large series of cases, Baehr, Klemperer and 
Schifrin of Mount Sinai Hospital, New York, came to the conclusion that 
the fundamental lesion was an endothelial vascular damage due to some 
unknown noxa. Although many other workers endorsed their views, some 
were unconvinced as to the specificity of the lesions, and in 1941, Klemperer, 
Pollak and Baehr, having re-examined their material with the addition of 
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further cases, decided that they must reinterpret their earlier observation and 
suggested that the basic morphological lesion in disseminated lupus ery- 
thematosus was an alteration of the collagenous tissue of the body. They 
were unwilling, however, to commit themselves as to the causation of the 
lesion, although they emphasized that the mere presence of a fibrinoid 
change was no justification for interpreting the lesions as being due to tissue 
hypersensitivity. A month earlier, Banks (1941) had written an article en- 
titled ‘Is there a common denominator in scleroderma, dermatomyositis, 
disseminated lupus erythematosus, the Libman Sachs syndrome and poly- 
arteritis nodosa?’, in which he concluded that these conditions appear to be 
related both clinically and pathologically and could properly be grouped as 
diffuse vascular or mesenchymal diseases. 


CONNECTIVE TISSUE AS A FUNCTIONAL BIOLOGICAL SYSTEM 
Then in May 1942, appeared Klemperer, Pollak and Baehr’s historic article, 
‘Diffuse collagen disease, acute disseminated lupus erythematosus and 
diffuse scleroderma’, in which they put forward anew Bichat’s concept of 
connective tissue as a functional biological system, with systemic disorders 
such as disseminate lupus and scleroderma. ‘They were careful to emphasize, 
however, that morphological similarity did not justify assumptions as to 
etiology and certainly not an allergic etiology. ‘They concluded their article: 

‘Until now an inordinate preoccupation with immediate cause has shut the door 
to an analysis of the fundamental changes within the connective tissues considered as 
a colloid system. The connective tissues having been established as the seat of 


certain diseases, it remains for the investigator to explore this system with the 
methods available to the biophysicist and the chemist’. 


It was in this same year that Hall, Jakus and Schmitt published the first 
electron micrographs of collagen fibres and opened up the field of the 
molecular biology of connective tissue which has made such remarkable 
advances in the last twelve years. At the time little attention was paid to the 
fundamental concept put forward in Klemperer’s paper and an article, in a 
sense complementary, by Oberling (1943) the following year was also to a 
large extent ignored. Oberling dealt with the so-called degenerations 
hyaline, fibrinoid and amyloid—showing that these were disorders of con- 
nective tissue and should be regarded as the resultant of the enzymatic pre- 


cipitation of proteins. He put forward the hypothesis, supported by not 


altogether convincing evidence, that these ‘degenerations’ might arise when 
the organism is forced to dispose of proteins towards which it has no anti- 
body; the importance of Oberling’s paper is not the hypothesis but the 
emphasis that these so-called degenerations are almost certainly the resultant 
of a disorder of connective-tissue metabolism. 

It is possible that the comparative lack of interest in 1942 in the idea of 
collagen diseases was twofold; at the time the functional significance of 
connective tissue was not widely appreciated and, more important, it was a 
morphological rather than an etiological concept; the latter always appears 
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more attractive as it may provide a therapeutic approach, and in 1942 there 
was no treatment for disseminate lupus or scleroderma. On the other hand, 
the idea that polyarteritis nodosa might be due to tissue hypersensitivity was 
receiving strong support from Rich’s (1942) experimental studies arising 
from his hypothesis that the sulphonamides might be the allergen. In his 
Harvey Lecture (1947), in which he reviewed the broader aspects of tissue 
hypersensitivity, in discussing disseminate lupus erythematosus, he pointed 
out that Gross had regarded the endothelial damage as the essential lesion, 
whilst Klemperer and his colleagues emphasized the collagen lesions. ‘This 
divergence of viewpoint could be obviated, Rich suggested, if the disorder 
be regarded as one of anaphylactic etiology, for both lesions were character- 
istic of local tissue hypersensitivity. Similar views as to the pathogenesis 
of disseminate lupus had been put forward by Fox (1943) and ‘Teilum 
(1945) and were strongly opposed by the Mount Sinai group. In January 
1947, Klemperer gave a lecture at the New York Academy of Medicine en- 
titled ‘Diseases of the collagen system’ in which he once again stressed the 
functional significance of the collagen system and explained why he was 
unwilling to regard rheumatic fever and polyarteritis nodosa as diseases of 
this system, pointing out that, although fibrinoid change is a feature of local 
anaphylaxis, it can occur in conditions which are certainly not due to tissue 
hypersensitivity, and ‘its occurrence in different diseases must not be in- 
terpreted as indicating that these diseases are identical or even related’. He 
went on to say 

‘The term diseases of the collagen system merely refers to the fact that alterations 
of the extracellular portions of the connective tissue are prominent and systemic in 
various diseases. Such a designation would seem to lump together such heterogeneous 
maladies as disseminated lupus erythematosus, generalized scleroderma, rheumati 
fever, and even periarteritis nodosa. This result would be regrettable. By calling 
attention to the collagen tissue as a common denominator, we only wanted to 
indicate that this tissue may be the common anatomic site of several diseases 
Investigations of the ultimate structure of the collagenous tissue under controlled 
conditions must precede further inquiry into diseases characterized by lesions of 
this tissue. Only if we penetrate to the basic factors responsible for aberration of 
structure of the collagenous tissue shall we be able to define the diverse entities 
which constitute the group collectively termed diseases of the collagenous system’ 

Baehr and Pollak (1947), discussing disseminate lupus, wrote: “The 
acceptance of an allergic basis for these diseases without other supporting 
evidence serves merely to discourage other avenues of investigation as to 
their essential nature’. 

The first review of the concept of collagen diseases came from Professor 


Lyman Duff in October 1948. He was completely opposed to Klemperer’s 


concept of a functional system of connective tissue and he considered its 
functions, including that of support, as purely passive; on the other hand he 
feit that on morphological grounds there was justification for grouping 
together disseminate lupus, scleroderma, rheumatic fever and polyarteritis 
nodosa, as fibrinoid necrosis of connective tissue occurred in all of them, but 
this could not be regarded as establishing a theory of common pathogenesis, 
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THE IMPACT OF CORTISONI 

A year later, in October 1948, Philip Hench of the Mayo Clinic, was deliver- 
ing the Heberden Oration in London on “The potential reversibility of 
rheumatoid arthritis’, in which he pointed out that there was no effective 
treatment, but the fact that the disease sometimes improved during preg- 
nancy or with jaundice suggested the possibility of a disturbance of steroid 
metabolism. About the same time, in Rochester, Minnesota. the first 
patient to receive cortisone was showing a striking improvement in her 
rheumatoid arthritis. In February 1949, a patient with lupus erythematosus 
and one month later a patient with acute rheumatic fever were given corti- 
sone with remarkable results in both cases. ‘The preliminary report on the 
effects of cortisone and ACTH on rheumatoid arthritis appeared in the 
Proceedings of the Mayo Clinic in April 1949, and by the summer of the same 
year, at the Seventh International Congress of Rheumatic Diseases and the 
Clinical ACTH Conference, striking results had been claimed for the drug 
in the treatment of rheumatic fever, rheumatoid arthritis, lupus erythema 
tosus, dermatomyositis, scleroderma and polyarteritis nodosa. 

At the International Congress, Klemperer spoke on the pathological 
anatomy of collagen diseases, maintaining the restriction of the term to dis- 
seminate lupus, scleroderma and probably dermatomyositis, and emphasiz- 
ing the need for an advance beyond descriptive morphogenesis to the 
mechanism responsible for these generalized connective-tissue alterations. 
On the other hand, Bauer and his colleagues, speaking ‘On the protean 
nature of the connective tissue diseases’, called attention to the clinical and 
pathological similarities in rheumatoid arthritis, rheumatic fever, disseminate 
lupus, polyarteritis nodosa, dermatomyositis and scleroderma, and questioned 
whether the pathologists’ grounds for distinguishing these conditions were 
made on a quantitative rather than a qualitative basis. He felt that the over 
lapping features often seen in these conditions should not be ignored, as 
rigid adherence to arbitrary diagnostic criteria might obscure clues pointing 
to common pathogenic mechanisms. 

There can be no question but that it was the therapeutic effects of cor- 
tisone on a broad spectrum of diseases that popularized the term ‘collagen 
diseases’, although, as Klemperer (1950, 1952) ruefully wrote, ‘By suggesting 
it we unwittingly became responsible for a deplorable usage of this term as 
a collective diagnosis for those puzzling maladies which we had tried to 
differentiate by rational pathogenetic investigation. ‘The impatience of 
clinical investigators and a peculiar worship of diagnostic terms have led to 
an exaggerated popularity of the diagnosis collagen disease. It is not a term 
applicable to diagnosis and certainly does not define the morbid process of 
the diseases grouped together’. In spite of Klemperer’s warnings, the term 
has been so broadened in its interpretation that it is in danger of becoming 


quite meaningless. Stewart (1949) would include thromboangiitis obliterans 


and ulcerative colitis; Becker (1949) mentions Schoenlein-Henoch purpura, 
erythema nodosum and glomerulonephritis, whilst Sante and Wyatt (1951) 
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suggest that serum reactions, drug sensitization and blood-group incompati- 
bility can be regarded as collagen diseases; others would include temporal 
arteritis and malignant hypertension and endocardial fibroelastosis (Hill and 
Reilly, 1951; Becker et al., 1953), and Symmers (1953), with some justifica- 
tion, includes thrombotic microangiopathy. In view of the plurality of 
conditions that have been classed as collagen diseases, it is not surprising 


that Delaunay (1952) has written: 


‘Dire “‘maladies du collagéne”’, c’est ajouter un mot de plus & la science médical 


sans aucunement enricher nos connaissances c’est renier Laénnec pour se 


rapprocher de Broussais. C'est reprendre la phraséologic des meédecins de Mohiér « 
Le mot est commode? A quoi bon s’‘il n'est la que pour voiler notre ignorance 
i i 


SUMMING UP 

Such criticism of the misuse or abuse of the term collagen diseases is fully 
justified, yet there can be no question but that Klemperer’s concept of the 
functional significance of connective tissue is fundamentally sound and the 
idea ot collagen diseases has provided a comprehensible perhaps too com 
prehensible —approach to a group of apparently unrelated diseases, which 
seemed at one time to have turned from being incurable to responding to 
a single drug. Early reports of success may have been over-sanguine, but the 
interest which has been focused on connective tissue and its diseases has 
stimulated rewarding research both in the fundamental biological aspects of 
connective tissues, and also in the pathogenesis of the diseases themselves 

Much of the confusion has arisen, not so much from loose thinking, 
although that has occurred, but because the essential meaning of the term 
has been interpreted by different authorities in different ways. It must 
be confessed that Klemperer, although right in insisting that the term 
collagen diseases should be restricted to a morphological usage, has en 
couraged this confusion by strictly limiting its connotation to disseminate 
lupus erythematosus, scleroderma and dermatomyositis, rather than taking 
a broader view of the conditions which can properly be called ‘collagen 
diseases’ on functional and morphological grounds. Others have based thei 
definition on an etiological or pathogenetic basis and, as such a basis with 
present knowledge must be heuristic, it has grave limitations as well as 
advantages 

‘To many, the unifying principle for the collagen diseases is the assumed 
allergic etiology of the conditions. Aegerter and Long (1949) include all 
mesenchymal tissues in the ‘mesenchymal defence unit’ and suggest that the 
collagen diseases result when the defence mechanism is disturbed and that 
this mechanism is controlled through the pituitary and adrenals, whereas 


‘Teilum (1952) has extended this concept by relating the actual tissue changes 


to the precipitation of abnormal globulins developed as a result of such a 


disturbance. Selye (1950) would go further and include the diffuse collagen 
disease in his larger group of ‘diseases of adaptation’, whilst to Jimenez 
Diaz (1951) they represent typical examples of ‘dysreaction diseases’, On 
the other hand, Ehrich (1952), who has provided an admirable conspectus 
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of the collagen diseases in the wider sense, believes that the common 
denominator is the production of abnormal gamma globulins, apparently by 
plasma cells, causing injury to the general mesenchyme, and suggests that 
they might be spoken of as ‘dysgamma globulinemias’. It is possible to 
multiply these concepts of the collagen diseases almost indefinitely: that 


they are characterized by accelerating ageing, hyalinosis, para-amyloidosis, 


collagenosis, or that they should be called para rheumatic diseases or 
dysoria, but it would be more profitable to conclude this review by a 
quotation from Whitehead: ‘Without generalization there is no meaning, 
and without concreteness there is no significance’ 
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RHEUMATISM, COLLAGEN AND 
CORTISONE 


By J. J. R. DUTHIE, M.B., F.R.C.P.Ep. 
Department of Medicine, University of Edinburgh 


ALTHOUGH the term ‘rheumatism’ dates back only to the sixteenth century, 
records from the earliest civilizations would indicate that the rheumatic 


diseases have afflicted man since the dawn of history 


HISTORICAI 

Even our prehistoric forebears were by no means immune, as is evidenced by 
the changes found in the fossilized skeletons of monsters who lived many 
millions of years ago. Descriptions of methods of treatment for mobilizing 
joints stiffened by arthritis have been found in the writings of ancient 
Egypt. There is record of advice given by a court physician to his ruler to 
have his teeth removed for the relief of pains in his head, sides and feet 
perhaps the first instance of the removal of septic foci being recommended 
in the treatment of rheumatism. Rheumatoid arthritis was apparently 
common among the inhabitants of ancient Egypt, as bony ankylosis of joints 
has often been found among mummies. Hippocrates was probably the first 
physician to differentiate the various forms of rheumatism with some degree 
of accuracy. From his clinical descriptions it would appear that he recog- 
nized a form of rheumatism of short duration accompanied by fever, 
mainly affecting young people, which suggests that rheumatic fever was not 
unknown in his day. His descriptions of ‘podagra’ or gout are models of 
clinical observation. 

Guillaume de Baillou, a Paris court physician of the sixteenth century, is 
credited with the first use of the word ‘rheumatism’ in connexion with dis- 
orders of the joints. He made a clear distinction between ‘acute inflam- 
matery rheumatism’ and gout. Sydenham, himself a victim of gout, further 
elaborated the differences between the two conditions. In the early eighteenth 
century, William Cullen divided rheumatic diseases into acute and chronic, 
and it was soon recognized that in the acute forms the heart was often 


involved. 


SOME EARLIER THEORIES OF CAUSATION OF RHEUMATISM 
Humoral imbalance.—'Vhroughout this long period, the cause of rheumatism 
was believed to be a disturbance in the balance of the four ‘humours’ of 
the body; blood, phlegm, black bile and yellow bile. Swelling and pain in 


joints were thought to be caused by an intra-articular accumulation of such 


humours. ‘The term gout is derived from the Latin ‘gutta’, a drop. The 
arthritic manifestations of gout were considered to be due to the entry into 
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the joints ‘drop by drop’ of an irritating ‘humour’. Many of the therapeutic 
measures adopted were aimed at the removal from the body of such noxious 
humours. Examples are blood-letting, purgation, and the induction of pro- 
fuse sweating. There is an interesting resemblance between the theory of 
disturbance of ‘humoral balance’ and the hypothesis of endocrine imbalance 
which has been put forward as a basis for the so-called ‘diseases of adapta- 
tion’, among which are numbered some of the more important members of 
the rheumatic group (Selye, 1946). 

Metabolic disturbances.—Gout was first associated with a disturbance in 
the metabolism of uric acid, following Wollaston’s discovery of this sub 
stance in gouty tophi. Sir Alfred Garrod confirmed this hypothesis by his 
demonstration of abnormally high values for uric acid in the blood of gouty 
subjects. ‘To distinguish other forms of arthritis from gout, he introduced 
the term rheumatoid arthritis, but failed to differentiate this disease, as we 
now recognize it, from a variety of other forms of arthritis. It was not until 
1907 that his son, Sir Archibald Garrod, made a clear distinction between 
rheumatoid arthritis and osteoarthritis on clinical and pathological grounds. 

Infection.—Advances in the basic sciences, which led to more precise 
methods of investigation and study, induced a profound change in the 
approach to the problems of disease. Pasteur’s discovery of the bacterial 
origin of many diseases, and the fact that arthritis not infrequently occurs as 
a complication of specific infections, encouraged clinicians in the belief that 
all forms of inflammatory disease of the joints might be due to their invasion 
by living organisms. ‘This has proved to be a sterile hypothesis in more ways 


than one. Viewed from the standpoint of the present day, it is possible that 


research into the pathogenesis of the rheumatic diseases might have made 
more rapid progress had the energies of research workers not been deviated 
into the field of bacteriology. 


HYPERSENSITIVITY AND RHEUMATISM 
The consistent failure of many workers to isolate living organisms from the 
inflamed joints in rheumatoid arthritis, a disease presenting many of the 
features of chronic infection, led to the idea that sensitization of connective 
tissue by bacterial products from foci of infection might be the underlying 
cause. Although no reliable evidence in support of this theory has ever been 
obtained, its promulgation was followed by the enthusiastic removal of 
so-called septic foci and the extensive use of vaccines in the treatment of 
rheumatism. ‘These methods still have their advocates, but few experienced 
physicians would now contend that they are of any curative value. ‘The 
possibility remains that an organism or virus which cannot be visualized or 
cultured by methods available at the present time may play some direct part 
in the causation of chronic rheumatic disease, but such an eventuality would 
appear to be rather remote. Advocates of the idea that infection may be of 
significance in the etiology of rheumatism can cite the undoubted importance 
of the hemolytic streptococcus in initiating an attack of rheumatic fever. 
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The mechanism of its action, however, remains obscure, although the 
prophylactic use of antibiotics has proved of great value in controlling the 
number of attacks in susceptible subjects. No such direct relationship with 
a living organism has ever been demonstrated in arthritis of the rheumatoid 
type. 

It is significant that, in both animals and man, when ACTH or cortisone 
is administered living organisms tend to multiply and spread diffusely 
throughout the body. No such activation of an infective agent has beer 
shown to occur in patients with rheumatic disease treated with these hor 
mones for long periods. ‘This does not exclude the possibility that sensitiza- 
tion to an unknown antigen may be a factor in the causation of those forms 
of rheumatic disease in which the local and systemic signs of inflammation 
are invariably present. On the other hand, a vigorous investigation of this 
hypothesis over the last thirty years or so has failed to disclose the presence 
of specific antigens or antibodies in the tissues or serum, and joint lesions 
comparable to those of rheumatoid arthritis have never been produced in 


experimental animals 


HORMONAL IMBALANCE AND RHEUMATISM 

Professor Selye of Montreal, following a prolonged study of the reactions 
of animals exposed to stress, has developed a hypothesis which implies that 
many common diseases in man, particularly those involving the cardio- 
vascular, renal and locomotory systems, may arise as a result of the excessive 
or unbalanced production of hormones from the anterior pituitary and 
adrenal cortex in response to stress. ‘The resulting overdosage of endo- 
genous hormone ‘may become the cause of certain cardiovascular, renal and 
joint diseases’ (Selye, 1946). 

‘The experimental basis of this concept of ‘diseases of adaptation’ was de- 
rived from changes observed in experimental animals treated with desoxy- 
corticosterone (DCA), with unilateral nephrectomy and high salt intake as 
necessary conditioning factors. ‘These changes were said to simulate those 
seen in certain diseases in man, including rheumatic fever, rheumatoid 
arthritis, and polyarteritis nodosa. Selye (1949a) has also postulated an im 
balance between the production of mineralo-corticoids (salt-retaining hor- 
mones) and gluco-corticoids (hormones affecting carbohydrate metabolism 

cortisone and hydrocortisone) as an important contributory factor in the 
production of diseases of adaptation. The reaction induced by the injection 
of irritants beneath the plantar aponeurosis of rats (adrenalectomized and 
on high salt intake) persisted longer in animals given DCA, and subsided 
more rapidly when cortisone was administered, with or without DCA 
(Selye, 1949b). He also observed that lyophilized anterior pituitary tissue 
produced effects similar to those of DCA. These early preparations were 
found to be rich in growth hormone (somatotrophin) and when purified 


preparations of this hormone became available Selye claimed that theu 
administration produced lesions in the cardiovascular and renal systems 
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identical with those previously observed in animals treated with DCA (Selye, 
1951). Selye (1954) believes that the effect of local irritation or systemic stress 
depends upon the particular response of the pituitary-adrenal axis. An im- 
balance leading to relative excess of the mineralo-corticoids favours the 
appearance of the diseases of adaptation. Certain conditioning factors may 
also be of importance. 

This hypothesis has certain attractions, but no evidence of such a 
hormonal imbalance has been obtained in patients suffering from rheumatic 
disease. At first, the remarkable therapeutic effects of ACTH and cortisone 
appeared to favour the presence of some deficiency of the gluco-corticoids 
in these patients, but it is now recognized that the anti-infiammatory effects 
of these hormones are non-specific. They can only be produced and main- 
tained by doses considerably in excess of the amounts secreted by the 
pituitary or the adrenal glands in normal circumstances. 

Dobriner and his colleagues (1951) claim to have demonstrated the 
presence of abnormal steroid metabolites in the urine of patients suffering 
from rheumatoid arthritis. ‘They suggest that their presence may indicate a 
functional abnormality of the adrenal cortex. The fact that these abnormal 
metabolites disappear not only when the endogenous secretions of the 
adrenal cortex are inhibited by the administration of cortisone, but also 
when the gland is stimulated by the injection of ACTH, would suggest that 
they are more likely to arise as a result of abnormal steroid metabolism in 
the tissues. 

The evidence in favour of the rheumatic diseases arising as a direct 
result of hormonal imbalance or abnormality in the function of the pituitary- 
adrenal axis is inadequate, and the cause of these diseases remains unknown 
at the present time. 


CLASSIFICATION OF THE RHEUMATIC DISORDERS 
The absence of any real knowledge of the cause of rheumatism in its various 
forms has led to a wide diversity of opinion as to how these conditions should 
be classified. Many attempts have been made and none has been found satis- 
factory. Little useful purpose has been served by elaborate systems of 
classification, and simple grouping of well-recognized clinico-pathological 
entities, such as rheumatic fever; rheumatoid arthritis and ankylosing 
spondylitis; osteoarthritis and traumatic arthritis; gout and non-articular 
forms of rheumatism, has been generally favoured by clinicians. Although 
advances in knowledge of the etiology and pathogenesis of the rheumatic 
diseases may provide a basis for a new and more orderly classification, there 
are at present no adequate grounds for abandoning the simple descriptive 
terms in common use. 
COLLAGEN 

The rheumatic diseases can be designated as a group of disorders affecting 
the connective tissues of the body. These tissues arise from mesenchyme and 
constitute the bulk of the supporting structures such as bone, tendon, 
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ligament, cartilage, joint capsule and synovial membrane. It may be of some 
significance to recall that all fibrous connective tissue, fat, muscle, reticulum 
and the cells of the bone marrow also arise from primitive mesenchyme, 
providing an embryological link between the supporting system of the body 
and the reticulo-endothelial system. 

Connective tissue varies in composition in different sites but in general 
it is composed of bundles of fibres embedded in mucoid material. In the 
supporting structures of the body, the fibres are collagenous. Collagen is a 
fibrous, relatively insoluble protein, well suited to fulfil its function as a 
strong and stable supporting tissue. Between the collagen bundles lies the 
mucoid ground substance composed of mucopolysaccharides. ‘The two 
main components of ground substance in connective tissue are hyaluronic 
acid and chondroitin sulphate. Hyaluronic acid predominates where lubrica- 
tion is needed. It is the substance responsible for the viscous nature of 
synovial fluid. Where toughness and strength are the main requirements, 
as in joint cartilage, chondroitin sulphate forms the chief component. 

The concept of diseases of collagen is dealt with elsewhere and need not 
be discussed in detail here, but it should be stated in this context that the 
term collagen was used by Klemperer (1950) to mean all the extracellular 
components of connective tissue. He described this group of diseases as 
characterized by a generalized alteration in connective tissue, particularly 
ground substance. The typical lesion common to the group is fibrinoid 
change in connective tissue. Klinge (1933, 1934) first reported its occurrence 
in rheumatic fever and rheumatoid arthritis. Fibrinoid change probably in- 
volves both collagen and ground substance, and results from a disintegration 
of the collagen-polysaccharide complex: collagen fibres disintegrate and dis- 
appear, leaving a residue rich in polysaccharides. All components of the 
lesion are illustrated in the rheumatoid nodule. Identical lesions in tendons 
have been described by Kellgren and Ball (1950). This lesion is usually 
accompanied by signs of an inflammatory reaction, both local and systemic 
It has been assumed by many that fibrinoid change is the result of the in- 
flammatory reaction to tissue damage. Kellgren (1952) has put forward 
another view. He states that if the initial lesion in rheumatoid diseases (and 
presumably in other members of the group of collagen diseases) is a dis- 
ruption of the collagen-polysaccharide complex, together with a disintegra- 
tion of the collagen molecule, a considerable number of peptides are likely 
to be liberated. He believes that the possibility exists that some of these may 
have toxic properties similar to those of Menkin’s peptide fractions isolated 
from inflammatory exudates, and may be responsible for the inflammatory 
and toxic features of rheumatoid arthritis. Kellgren admits that there is at 


present no direct evidence in support of this hypothesis, but believes that it 
merits further investigation. If the inflammatory reaction in the collagen 


diseases arises as a result of the primary disintegration of the collagen 
molecule, the necessity to postulate the presence of some abnormal immune 
reaction resulting in the formation of antibodies capable of causing tissue 
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damage may not arise. Whatever the cause of the breakdown of collagen, it 
appears unlikely that this relatively inert and stable substance could become 
a source of antigen capable of stimulating the production of auto-antibodies 


to the patient’s own connective tissue. 

A stronger case for the theory that tissue damage in the collagen diseases 
may be due to the presence of such auto-antibodies can be based upon the 
work of Glynn and Holborow (1952) who have shown that ¢-hamolytic 
Group A streptococci possess to a remarkable degree the ability to adsorb 
polysaccharides of both animal and human origin, and to convert them to 
complete antigens. Animals injected with such ‘coated’ organisms produce 
specific antibodies to the homologous polysaccharide. ‘The association of 
hzmolytic streptococcal infection with rheumatic fever suggests that some 
such mechanism may be concerned with the pathogenesis of this disease 
and possibly other members of the collagen group. In this case the in- 
flammatory reaction might presumably result from the union of auto- 
antibodies with the polysaccharides of ground substance, and the disintegra- 
tion of collagen would arise as a secondary effect. No direct evidence for the 
presence of such antibodies in human disease has yet been obtained. Cruick- 
shank and Hill (1953), using the method of Coons and Kaplan (1950) 
whereby antigenic material in tissues can be demonstrated by the use of 
antibodies labelled with fluorescein, have shown that globulin from antisera 
prepared against the glomeruli of rat kidney reacts with basement membrane 
and reticulin in many organs of the rat. No reaction with collagen was 
demonstrated. The nature of the antigen has not been determined, but the 
authors believe that it may be a mucopolysaccharide. If it could be shown 
that material derived from ground substance can become antigenic to the 
species from which it was obtained, and if it could be demonstrated that 
the antibodies so produced combined with elements in connective tissue, 
the theory of auto-sensitization as a possible factor in the pathogenesis of 
the collagen diseases would require more serious consideration. 

From a consideration of the striking differences in the clinical symptoms 
and course of the various diseases in which fibrinoid change has been 
demonstrated it would seem highly unlikely that they have a common 
etiology. Although connective tissue damage is widespread in all, the 
principal sites are: the joints and related structures in the rheumatic 
diseases; the blood vessels in polyarteritis nodosa and disseminated lupus; 
the skin and fascial planes in dermatomyositis and scleroderma. ‘The transient 
polyarthritis and the high incidence of cardiac damage in rheumatic fever 
are in marked contrast to the destructive changes in the joints and the 
relative rarity of clinical evidence of carditis in rheumatoid arthritis. Baehr 
and Pollack (1947) emphasized the differences among the collagen diseases 
and concluded that fibrinoid change was not a sufficiently specific patho- 
logical process to justify its use as a basis for the classification of disease. 
For the present it would appear wise to use the designation ‘diseases of 
connective tissue’, rather than ‘collagen diseases’ for this group of con 
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ditions, until advances in knowledge enable them to be described more 
specifically. 
CORTISONI 

The discovery by Hench and his colleagues (1949) of the remarkable clinical 
effects of ACTH and cortisone in rheumatoid arthritis and rheumatic fever 
naturally gave rise to the idea that abnormal function of the adrenal cortex 
might be concerned in the pathogenesis of these diseases. ‘This supposition 
has not been confirmed by application of methods of investigation available 
at the present time. ‘The possibility remains that more sensitive techniques 
or a more complete knowledge of the steroid hormones may reveal some 
consistent deviation from the normal pattern. Selye’s theories have already 
been discussed. It has become abundantly apparent that these hormones can 
profoundly alter the clinical manifestations of a large number of diseases of 
apparently unrelated etiology. The reaction of the tissues to damage can be 
modified to a greater or lesser extent, irrespective of the cause. This has been 
demonstrated in many situations, both in experimental animals and in 
human disease. It has also become clear that the doses of ACTH or cortisone 
required to achieve these changes at the tissue level are pharmacological 
rather than physiological, and that symptoms and signs recur on their 
withdrawal. In spite of a vast amount of research directed towards the 
elucidation of the problem, the mode of action of these hormones in altering 
tissue reactivity remains unexplained. Many possibilities have been explored 


It has been shown that the effects of hyaluronidase, an enzyme acting on 


hyaluronic acid, are partially inhibited by cortisone. Hyaluronidase increases 
tissue permeability. A similar increase in permeability occurs in the pre- 
sence of inflammation. The possibility that a reduction in tissue permeability 
is the common factor in the anti-inflammatory action of the adrenal hor- 
mones has been put forward by a number of workers. 

Clinical and experimentally induced hypersensitivity states are modified 
by cortisone but there is no evidence that the effect is produced by modifica- 
tion of antibody production. Skin sensitivity of the delayed type is depressed 
by cortisone, but the cutaneous reaction to histamine is unaltered. The in- 
fluence of cortisone on the mechanism of immunity has not yet been defined 
Fischel (1950) states that it has yet to be established whether this effect 
occurs at the level of antibody production, at the level of union of antibody 
with antigen, or at any other point in the development of the immune re- 
sponse. Up to the present it has not been shown that the immunity mechan- 
ism is concerned in the pathogenesis of the collagen diseases. Whatever may 
be the cause of tissue damage in diseases of connective tissue, there is no 
clear evidence that cortisone prevents such damage. From what has been 
learnt in the clinical field, it appears more likely that the tissue reaction to 
such damage is modified, leaving the underlying cause unaffected. If this 
should prove to be the case, the question arises as to whether the continuous 
administration of cortisone in incurable diseases such as rheumatoid 
arthritis may not in the long run prove more harmful than beneficial. This 
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question cannot as yet be answered, but large-scale use of cortisone in the 


treatment of the chronic rheumatic diseases should be deferred until long- 
term trials in progress at the present time have provided more definite in- 
formation on this fundamental point. Much has been learnt during the past 
four years about the limitations of ACTH and cortisone. A final opinion as 
to their ultimate place in the treatment of rheumatic disease must await the 
accumulation of further experience of their effects when administered over 
a term of years. 
CONCLUSION 

Many new techniques are now being applied to the study of diseases of 
connective tissues but, up to the present time, knowledge of their etiology 
and pathogenesis is scanty and incomplete. It is unlikely that any spectacular 
advances will be made until more has been learnt about the chemistry and 
physiology of the tissues involved. ‘The hope that a study of the changes 
induced by cortisone would shed some light on the problem has not yet been 
realized. Some of the speculative hypotheses which have been advanced in 
recent years have as little scientific basis as the theory of humoral imbalance, 
upon which the use in treatment of bleeding, purgation and sweating was 
based. In the light of modern knowledge, these methods may not have been 
without beneficial effect, although it is likely to have been of a temporary 
nature. Wise clinicians will continue to depend upon simple, common- 
sense measures in the treatment of these diseases, until their underlying 


causes are better understood. 
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POLYARTERITIS NODOSA 


By HENRY MILLER, M.D., F.R.C.P. 


Assistant Physician, Royal Victoria Infirmary, Newcastle upon Tyne 


ALTHOUGH it is nearly a hundred years ago since polyarteritis (periarteritis) 
nodosa was first described, and about five hundred cases have been recorded 
in the world literature, it is only within the last decade that the condition 
has ceased to be a curiosity of the dead-house and has become the subject 
of increasingly frequent diagnosis during life. 

A revival of interest in the disease must be attributed largely to important 
studies of pathology and etiology carried out in the United States, to wide- 
spread speculation as to the relationship between the disease and other rare 
conditions characterized by pathological changes in the vascular tree, and 
more recently to therapeutic possibilities opened up by the development of 
cortisone. 

PATHOLOGY 

The pathological basis of polyarteritis nodosa is a patchy necrotizing in- 
flammatory reaction in the walls of the blood vessels, especially, though not 
exclusively, involving the medium-sized arteries. ‘The lesions are dis- 
seminated, affecting the vessel at various points along its length and in 
segments of its circumference. In most instances arteries in many systems ot 
the body are involved, but on occasion the changes may be much more 
pronounced in one particular tissue such as muscle, skin, or peripheral 
nerve. ‘The initial change in the affected vessel is swelling and splitting of 
the vessel wall, which is followed by infiltration of the media with inflam- 
matory cells, obliteration of the lumen by mural swelling, and often throm- 
bosis and recanalization, The term ‘periarteritis’ is a misnomer and has been 
increasingly discarded: the perivascular infiltration usually seen in advanced 
lesions is secondary to a true arteritis. Ihe weakened and necrotic wall of 
the arteriole granulates, becomes scarred, and may yield, forming multiple 
small aneurysms. In less than 20 per cent. of cases such aneurysms may 
cause palpable swellings beneath skin or mucous membrane. The presence 
of such nodules is by no means an essential feature of the disease, and was 
given undue prominence in earlier descriptions. 

Except for the constitutional symptoms of a toxic illness which are 
prominent in all but the most indolent cases, all the clinical features of 


polyarteritis nodosa can be related to this primary arterial lesion and to its 


effect in producing ischemia or actual infarction in the tissue involved. The 
keynote of the disease is in fact toxicity and multiple infarction, and if this 
feature is remembered it will clarify many mysterious illnesses, the widely 
scattered signs of which defy any alternative explanation. 

Our concept of this disease is in a stage of transition. The earlier literature 
is unduly weighted by post-mortem reports, and increasingly frequent re- 
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cognition of the disease during life, often in mild or partial forms, has led 
to a progressive decrease in its estimated mortality. What can be said with 
certainty from the pathological point of view is that the disease in some in- 
stances may heal, leaving no trace of its occurrence, but that in others 
serious and ultimately fatal consequences may follow from the effect of 
ischemia or infarction in vital organs, even when the arteritis has ceased to 
be active and has healed by fibrosis. 


ETIOLOGY 
The relationship of polyarteritis nodosa to preceding streptococcal infection 
was recognized from an early date in the history of the disease, and it is not 


surprising that at one stage the relationship was considered to be specifically 


causal. As further cases were recorded, however, it became apparent that the 
connexion was not invariable, and that the disease sometimes ensued on 
other infective conditions such as tuberculosis, syphilis, or apparently non- 
specific respiratory illnesses. As with most other diseases of mysterious 
origin, a hypothetical virus was next incriminated but never identified. More 
recently it has been recognized that the disease may not only follow a wide 
variety of bacterial infections, but that it may complicate intolerance to a 
wide variety of drugs. Sulphonamides, organic arsenical preparations, 
thiouracil, iodine, aspirin, phenytoin, and deoxycortone acetate have all been 
held responsible. ‘The occurrence of polyarteritis as a response to such widely 
differing toxins naturally led to a search for some common factor intervening 
between these variable primary etiological agents and the non-specific end 
result. ‘The key to this situation was provided when it was shown that fully 
developed polyarteritis nodosa may occur as a complication of serum sick- 
ness, and secondly that the histopathological changes seen in serum sickness 
itself were identical with those of polyarteritis nodosa. It had already been 
noted that allergic symptoms such as urticaria and asthma often occurred in 
association with polyarteritis nodosa, but the identity of serum sickness and 
polyarteritis was finally established by the classical studies of Arnold Rich at 
the Johns Hopkins Hospital. In this view the basic lesion of polyarteritis 
nodosa is an allergic-inflammatory focal swelling of the vessel wall analogous 
with the weal of urticaria, a non-specific hypersensitive response to a variety 
of antigens. 

The importance of this concept is evident, and its ultimate implication as 
to the role of hypersensitivity in human disease is gradually being further 
explored and extended. It raises fundamental questions as to the relationship 
between polyarteritis nodosa and many other inflammatory diseases involv- 
ing blood vessels, from simple urticaria to acute rheumatism and dis- 
seminated lupus erythematosus. It also offers important therapeutic pos- 
sibilities in the direction of rational therapy. 


CLINICAL FEATURES 
The disease may occur at any time from infancy to old age, but has its 
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highest incidence in early adult life and is appreciably commoner in men 
than in women. It may terminate fatally within a few days, or may persist 
remittently for several years. ‘The average duration of the illness is between 
six and twelve months. 

The difficulties of diagnosis have been too much stressed. In some in- 
stances the condition is certainly unrecognizable during life, but quite often, 
as in many unusual diseases, the diagnosis is easy if the possibility is con- 
sidered and examination is exhaustive. Not infrequently a strong clinica 
suspicion finds no support on microscopic examination of muscle or 
other tissues removed for examination during life, but is confirmed 
at necropsy. 

In half the cases the onset is acute. ‘he most common features are fever, 
tachycardia, a considerable polymorphonuclear leucocytosis, and a markedly 
raised erythrocyte sedimentation rate. ‘hese findings are present in more 
than three-quarters of the recorded cases, although it must be remembered 
that they may all subside in a remission. A rather labile hypertension is the 
next commonest feature, and this is often associated with albuminuria. 
Hzmaturia is frequent, usually microscopic and intermittent, and resulting 
from recurrent renal infarction. In the considerable minority of cases in 
which a true glomerulonephritis occurs, it may be persistent. ‘The illness 
is almost invariably painful. Episodes of flitting arthralgia or arthritis may 
show some response to salicylates. Severe pain in the muscles may result 
from polymyositis or peripheral neuritis. Abdominal pain is frequent and 
may vary from occasional discomfort to severe acute pain which often leads 
to laparotomy, if the presence of significant but possibly inconspicuous 
symptoms arising from lesions outside the abdomen is overlooked. (Edema 
is another common manifestation: it may be renal in origin, or gravitational 
as a result of myocardial failure, or it may be more widely present when the 
arteries of the skeletal muscles are extensively involved with the production 
of a polymyositic syndrome 

The polymorphic nature of the disease and its widespread and often 
bizarre symptomatology produce some remarkable clinical pictures, and 
there are few physical signs in any system which have never been en 
countered in polyarteritis nodosa, but they can usually be easily understood 


if their basis in multiple infarction is clearly kept in mind. From a practical 


point of view it is more important to record the various ways in which these 


cases originally present to the physician. 


MODE OF PRESENTATION 
Probably the most common mode of presentation is as a pyrexia of un 
known origin, usually unresponsive to antibiotics, and often associated with 
some tell-tale minor symptoms or signs indicating the presence of a generai 
ized inflammatory disease—joint pains, abdominal pain, hypertension, 
intermittent hematuria, or asymmetrical and inexplicable neurological signs 


Some cases present as instances of vascular hypertension and, especially in a 
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young patient, such a condition, associated with fever or minimal peripheral 
neuritis, is highly suspicious. 

A previously healthy 35-year-old man developed a subacute illness characterized 
by severe pains down the back of both legs and in the calves, and by epigastric pain 
vaguely related to the taking of food. On admission to hospital four months later, 
examination revealed irregular fever, diffuse epigastric tenderness, several tender 
areas in the buttocks and calves, absent deep reflexes in the lower limbs, and patchy 
loss of superficial sensation below the knees. There was a leucocytosis of 14,000 
cells per c.mm., an erythrocyte sedimentation rate of 50 mm. in the hour, and the 
urine contained albumin, occasional casts and infrequent red and white blood cells 
All other ancillary investigations were negative. After a severe melana and a second 
negative barium meal and in view of the persisting fever, polyneuritis, and epigastric 
pain, muscle biopsy was carried out on the right calf, revealing necrotic panarteritis 
with some evidence of healing. Over the course of several months the condition 
improved, the sedimentation rate and white cell count falling. The patient was left 
with vague abdominal discomfort, a little albumin and occasional casts in the urine, 
and a blood pressure of 180/110 mm. Hg 


It is by no means infrequent for polyarteritis nodosa to present as an 
apparently surgical condition. | have personally seen cases diagnosed after 
microscopic examination of specimens removed at appendicectomy, chole- 
cystectomy, nephrectomy, gynecological operations, and liver biopsy 
Retrospective consideration of all these cases indicated that the correct 
diagnosis could in all probability have been made preoperatively, if the 
significance of associated symptoms had been appreciated. 

One such case, for example, was seen in the ward of a surgical colleague becaus¢« 
of joint pains with high fever and leucocytosis, beginning ten days after the relief of 
fairly acute abdominal pain by operative removal of a macroscopically normal 
appendix. The history taken when I saw this man of 28 revealed a complaint of 
several months of cramp and tingling in the calves and feet leading to increasing 
difficulty in walking long distances, three months of frequent headaches and general 
ill health, and several weeks of continuous fever before admission to hospital with his 
so-called ‘appendicitis’. The finding of a mild symmetrical polyneuritis limited to 
the lower limbs, a blood pressure of 170/110 mm. Hg, and albumin and red blood 
cells in the urine confirmed the initial clinical impression of polyarteritis nodosa 
This was strengthened by an equivocal but suspicious muscle biopsy, and later, 
unfortunately, confirmed at necropsy. 

This case illustrates several useful points in clinical diagnosis. ‘Rheu- 
matic fever’ occurring in a surgical ward should always raise a suspicion of 
the disease, and the same applies to patients who develop severe abdominal 
pain during the course of acute rheumatism—a condition which may well 
arise on the basis of an abdominal incidence of the acute arteritis which is a 
well-recognized pathological feature of severe acute rheumatism, and which 
seems to be analogous to, and may well be identical in nature with, the 
arteritis of early polyarteritis nodosa. The case also illustrates the suspicious 
combination of hypertension, fever, and polyneuritis; and the frequency 
with which accurate diagnosis may be unnecessarily delayed because routine 
microscopic examination of specimens removed at operation is often 
neglected. It will be noticed also that in this case the diagnosis was made in 
the absence of subcutaneous nodules or eosinophilia. 

Sometimes, however, the surgical suspicion is that of some chronic and 
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possibly malignant condition rather than an acute abdominal illness. Pain, 
wasting, and weakness with a raised sedimentation rate and a progressive 
anzmia may lead to exploration of the abdomen with a view to cancer of the 
alimentary tract, when the condition really arises from diffuse pathological 
changes in the vascular tree. Further difficulties in this connexion may arise 
when a retroperitoneal haematoma produces a tender palpable mass. A con- 
verse mistake which I have myself made on two occasions is to suspect 
polyarteritis nodosa when cachexia, fever, and polyneuritis arose from 
bronchogenic neoplasm. 

There are many other ways in which this remarkable disease may present 
to the physician, and among those personally encountered have been in- 
stances in which the initial syndrome suggested thrombophlebitis migrans, 
recurrent rheumatic nodules, melena, peripheral gangrene, recurrent 
pulmonary infiltration resistant to antibiotics, and tumour of the 
cauda equina. 

For reasons already made clear, a catalogue of signs encountered in this 
condition is of little value, but some of the more frequently encountered 
findings are worth noting. Aneurysm, hemorrhage or thrombotic occlusion 
may produce dramatic symptoms of hemorrhage or infarction in the muscles, 
the retroperitoneal tissues, solid viscera, alimentary tract, pleura, peri- 
cardium, or central nervous system. Involvement of the coronary vessels is 
very frequent and cardiac infarction is a common terminal finding. A 
changing electrocardiographic pattern in the course of a febrile illness is 
always suspicious. The most common abdominal features are those of pain, 
hemorrhage, or signs of infarction in the viscera or the alimentary tract 
Renal involvement is very frequent and usually leads to findings similar to 
those of subacute glomerulonephritis. 

The neurological findings are of particular interest. ‘The most common is 
an asymmetrical peripheral neuritis, painful, progressive, and traceable to 
the effects of arteritis, involving the vasa nervorum of the larger nerve 
trunks. Such a picture of mononeuritis multiplex is rarely encountered ex- 
cept in polyarteritis nodosa or leprosy. Convulsions are fairly frequent and 
almost certainly due to the secondary effects of diffuse involvement of cere- 
bral blood vessels, although hypertension may also play a part in many 
cases. Dementia, hemiplegia, subarachnoid hemorrhage, and many focal 
cerebral syndromes have occurred. Ophthalmoscopic examination may be 
very helpful in diagnosis: the findings are often asymmetrical. Patchy retinal 
detachment and perivascular hillocks of pale exudate rather resembling 


miliary tubercles may be seen, and the appearances may be observed to 
develop into those of gross arteriosclerotic retinitis. Asthmatic episodes and 
transient variable pulmonary infiltrations are more often associated with 
eosinophilia than are the manifestations of this disease in other systems. In 
addition to the subcutaneous nodules which represent the primary arterial 
lesions of the disease, many other skin manifestations have been recorded, 
especially fugitive erythema, urticaria, and purpura; whilst eruptions closely 
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simulating those of erythema nodosum and lupus erythematosus, and peri- 
pheral gangrene have also been encountered. 


PROGNOSIS 
Since earlier reports were essentially pathological, the disease was at one 
time considered to be invariably fatal. In 1942, however, Grant estimated 
the total mortality to be not more than 50 per cent., and further observations 
suggest that it may be appreciably less, even in untreated cases: the disease 
is today more often recognized in milder and less florid forms. An accurate 
estimate of mortality, however, remains frankly impossible for the very good 


reason that polyarteritis nodosa is not a clearly defined clinical entity, like 


Huntington’s chorea or typhoid fever, but rather a convenient label variably 
employed to identify a group of ill-defined clinical syndromes based on 
ditfuse necrotic vasculitis. 
rREATMENT 

Few observers have sufficient experience to generalize about the treatment 
of this disease, although investigations at present in progress may shortly 
provide us with much needed information as to both the prognosis of the 
untreated disease and the results of therapy. ‘There can be no doubt what- 
ever that some cases show a symptomatic response to penicillin, or some 
similar drug. In some instances this response may merely be that of a 
secondary infection, but there are undoubted instances where it seems to be 
a response of the major pathological condition, and it may be that this effect 
is produced by suppressing a persisting source of antigen. ‘There can be no 
doubt also that in many cases the symptoms are appreciably benefited by 
full dosage with salicylates. ‘These quite often bring down the temperature 
and relieve pain just as they do in acute rheumatism or serum sickness 
Cortisone, however, is undoubtedly more often beneficial than either of 
these drugs, and at the present moment it is the treatment of choice. Ad- 
mittedly fragmentary personal experience indicates that it is valuable chiefly 
in acute cases with marked constitutional disturbance, in which the effect 
is often dramatic and may be apparently life-saving. Its value in subacute 
and chronic phases of the disease is more difficult to assess and its employ- 
ment demands careful consideration from several points of view. In the 
hypertensive case the danger of sodium retention and cardiac failure must 
be borne in mind, whilst in patients in whom there is reason to suspect 
serious renal or cardiac damage it must be remembered that if healing does 
follow the use of cortisone, subsequent fibrosis may cause death by impair- 
ment of cardiac or renal function. Indeed, except for the occasional vascular 
accidents which sometimes terminate the disease the degree of renal involve 
ment is probably the most significant feature in ultimate prognosis. Cases 
in which the urine shows little abnormality usually do well. 


DISCUSSION 


If we were still living in an era when the microscope of the morbid anatomist 
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might be expected to supply the final answer to all nosological problems 
difficulties would be rare. Quite apart, however, from the technical problems 
of biopsy diagnosis (the arterial changes are essentially patchy, and the 
examination of serial sections of excised material taken from a florid case 
may prove entirely negative), there is a much more basic difficulty. The 
histopathological changes of polyarteritis nodosa are far from specific 


Apparently identical vascular changes are often seen not only in serum sick- 


ness but in anaphylactoid purpura, acute rheumatism, rheumatoid arthritis, 
temporal arteritis, thromboangiitis obliterans, glomerulonephritis, sclero- 
derma, dermatomyositis, skin sections of erythema nodosum and dis- 
seminated lupus erythematosus, and sections of brain in the encephalitis 
which follows measles or vaccination. ‘That such a lesion is not necessarily 
aliergic in origin is strongly suggested by the fact that similar changes are 
seen in experimental hypertension produced by clamping the renal arteries 
It must not for a moment be inferred that all these naturally occurring 
conditions are identical. What can be said with certainty is that none is a 
clearly defined ‘disease’, and that in any one of them signs may be found 
which normally belong to another member of the group, as for example 
peripheral neuritis or angioneurotic edema in disseminated lupus erythema- 
tosus, acute disseminated encephalitis in acute rheumatism, or a butterfly 
rash in polyarteritis nodosa or dermatomyositis. Even though the outlines 
are blurred the differences between these syndromes remain of major 
clinical importance. Erythema nodosum is ordinarily a self-limited disease 
of circumscribed duration in the adolescent, disseminated lupus erythema 
tosus a highly fatal condition predominantly affecting young adult females, 
and temporal arteritis a relatively benign lesion of old age 

Nevertheless, the family resemblance between these conditions is striking 
from both the clinical and the pathological points of view, and suggests the 
possible intervention of some common factor or pathogenetic mechanism 
There is considerable evidence that this factor may be anaphylactic hyper- 
sensitivity, reflected in a diffuse inflammatory reaction with its major in 
cidence on the vascular tree. ‘The hypothesis is attractive, though quite 
tentative, that these conditions may represent a spectrum of this nature, 
graded from the hyper-acute capillaritis of anaphylactoid purpura to the 
chronic granulating arteritis of polyarteritis nodosa. Such a hypothesis is at 
any rate a stimulating antidote to out-dated thinking in terms of rigidly 
defined disease entities. It does nothing to explain the varying localization 
of arterial changes in the different syndromes, nor does it explain why poly- 
arteritis nodosa is so often a progressive and apparently self-perpetuating 
disease whereas serum sickness is a self-limited and benign condition. The 
occasional response of toxic symptoms in polyarteritis to various antibiotics, 
however, suggests the possibility that in some cases at any rate a persisting 


bacterial infection may be continuously antigenic. 





LUPUS ERYTHEMATOSUS 
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Lupus erythematosus, though earlier described by others (Rayer, Biett), 
was first so named by Cazenave in 1851. Exanthematic or disseminated 
lupus erythematosus was identified in 1872 by Kaposi, who also recognized 
that in some instances it was associated with widespread visceral disease. 


HISTORICAI 
Until rather less than thirty years ago both types of lupus erythematosus 
were chiefly the concern of dermatologists. In view perhaps of the conditions 
under which dermatologists must work, they did not succeed in carrying 
knowledge of the disease beyond accurate clinical observation. ‘They were 


preoccupied especially with a question that they could not possibly solve 
that of etiology, and in general they thought of lupus erythematosus as due 
in some way to infection, especially tuberculosis. ‘The fact that some cases of 
disseminated lupus erythematosus died with visceral tuberculosis appeared 
to lend support to this view. On the other hand, others died without visceral 
tuberculosis and a variable infective etiology was considered possible, the 
cutaneous lesion being a special form of reaction to infection elsewhere in 
the body. ‘This point of view, which cannot be proved or disproved, has been 
strongly upheld by Barber in this country (1940). Dermatologists knew that 
in spite of continued fever it was rarely possible to cultivate bacteria from 
the blood in disseminated lupus erythematosus, that in contrast to bacterial 
infection in general the white count was low, and that patients usually died 
of the disease, often with one or more of its visceral manifestations such as 
nephritis, pericarditis, pleurisy; though death was sometimes due to ter- 
minal broncho-pneumonia, heart failure, or, exceptionally, tuberculosis. 

In general, in the minds of the majority of dermatologists, acute lupus 
erythematosus with visceral disease was associated with widespread cutaneous 
changes and it is certain that many cases of the systemic disease with in- 
significant, or no, skin changes, were never diagnosed. 

Modern knowledge of lupus erythematosus begins in 1924 with the des- 
cription by Libman and Sacks of four cases of what they named ‘atypical 
verrucous endocarditis’, one of whom had identifiable lupus erythematosus 
of the face. In addition to this first description of the characteristic endo- 
cardial changes of the disease these authors described in detail other charac- 
teristic pathological changes of systemic lupus erythematosus. The later 
studies of Baehr, Klemperer and Schifrin (1935) and of Klemperer, Pollack 
and Baehr (1941) added much to the picture. It was at this point that the 
concept of lupus erythematosus as a disease of the collagenous tissue became 
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formulated, Klemperer and his colleagues stating that the apparently un- 
related alterations found in the disease must be regarded as manifestations 
of a fundamental morbid process affecting all of the collagenous tissues. ‘The 
predominant change was fibrinoid degeneration affecting principally the 
ground substance of the connective tissue. Klemperer (1951) appears now 
to have regretted this simplification, because, as he points out, not every 


Case has obvious CONSpicuous connective-tissue change. 


THE L.E. CELI 
More recently attention has become focused on a fresh and unexpected 
development: the discovery of the ‘lupus erythematosus phenomena’. ‘This 
discovery has so far thrown no light on the pathogenesis and etiology of the 
disease, but it occurs in no other condition and has tended rather to disrupt 
the view, prevalent at one time, that lupus erythematosus was related patho- 
genetically, and perhaps etiologically, to other ‘collagen’ diseases, such as 
acute rheumatism, polyarteritis nodosa, scleroderma and dermatomyositis. 
It has tended to confer upon lupus erythematosus a well-defined individu- 
ality. ‘The Lupus Erythematosus Cell was discovered in 1946 by Hargraves, 
Richmond and Morton (1948) and later it was produced in vitro by Haserick 
and Borst (1949). ‘The L.E. cell is found in the bone marrow and in the 
peripheral blood of patients suffering from systemic lupus erythematosus, 

Haserick and Borst found that by adding the blood plasma of patients suffering 
from systemic lupus erythematosus to the heparinized bone marrow of normal 
human subjects or of dogs, it was possible to observe the development i vitro of the 
L.E. cell within a matter of minutes. First neutrophil leucocytes clustered round 
amorphous blue masses, producing a structure resembling a rosette; later there 
appeared the characteristic cell found in vivo; that is, a leucocyte which has engulfed 
a round mass of the blue substance. In his original article Hargraves indicated that 
the blue material thus phagocytosed stained with specific nuclear stain and it could 
thus be assumed that it was derived from nucleoprotein. Haserick’s observations 
showed that it was not the blue material that mattered, but that some agent present 
in the plasma in lupus erythematosus could produce it from nuclear material 
Furthermore, he showed that this agent is carried in the gamma-globulin fraction of 
the serum protein, that it is not present in serum albumin or in alpha- or beta- 
globulin, and that it is antigenic. ‘The complete story has recently been related by 
Haserick (1954) 

‘Thus, as matters appear to stand at present, there is in lupus erythema- 
tosus an agent or factor capable of altering nucleoprotein and producing 
from it a substance which can be easily recognized in the Hargraves cell. ‘The 
source of this factor and whether it is responsible for any of the other patho 
logical changes in systemic lupus erythematosus are unknown. The presence 
of an amorphous substance, earlier described by Gross (1940) as hama- 
toxylin-stained bodies in the post-mortem lesions of lupus erythematosus, 


particularly in the endocardial vegetations and the kidneys, has posed the 


question whether this substance is or is not identical with the inclusion 
substance of the Hargraves cell. 
From the practical aspect, in expert hands the demonstration of the L.E 
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cell in the bone marrow or peripheral blood of patients, and of the L.E. 
factor in the plasma, is about the most reliable evidence at present available 


of the existence of the systemic disease. 


CLINICAL FEATURES OF THE CUTANFOUS DISEASI 
So long as it remains cutaneous, the disease is harmless but often most dis- 
figuring (fig. 1); it is about equally distributed between the two sexes. Most 
commonly the lesions 
are very chronic, dis- 
coid or irregular in 
shape: red patches, 
covered with adherent 
horny scales which plug 
the orifices of the hair 
follicles, and produce 
scars. ‘They are found 
mainly on the exposed 
parts, partic ularly 
where the circulation is 
relatively stagnant the 
nose, malar areas (fig. 
2), and the helix; the 
lips and the buccal 
mucous membrane may 
be attacked. 
Hutchinson's chilblain 
lupus. The lesions are 
essentially chronic and 
fixed and they are pre 
sent principally on the 
fingers (fig. 3); the face 
may be spared, though 


sooner or later in this 


Fic. 1.—Chronic discoid lupus erythematosus, distributed 
—, — ““ type, lupus erythema- 
widely over the face. . . 


tosus of the chronic 

fixed type appears also on the nose. The circulation is acrocyanotic. 
Subacute cutaneous lupus erythematosus.—The patches are erythematous 
but less scaly and less fixed than in chronic discoid lupus erythematosus. If 


they persist for several months the area involved becomes perceptibly scarred, 


but the lesions may disappear without producing visible atrophy. ‘These 
more unstable lesions are usually more widespread than those of the chronic 
discoid type and often occupy the V of the chest, the neck and the fingers, the 
hands and forearms as well as the face (fig. 4), but they may be limited to the 
face and forehead. Certain cases develop in the first instance after exposure 
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to bright sunlight, and they may at first simulate acute sunburn. In general, 


sunlight aggravates lupus erythematosus of the face, though not invariably. 


Acute cutaneous lupus erythematosus. 


systemic manifestations of the dis- 
ease. ‘The skin changes are usually in 
of the 


disease and even associated occasion- 


part characteristic subacute 


ally with chronic lesions on the face 
or fingers, but they may not be speci- 
ally characteristic of lupus erythema- 
tosus, presenting as patches or areas 
of erythema or bullz or purpura, not 
only in the common sites but on the 
covered parts as well. ‘The presence 
of ecchymoses in the skin or mucous 


membranes invariably indicates that 


the disease is systemic. 


CLINICAL FEATURES Ol 


SYSTEMI( 


LUPUS ERYTHEMATOSUS 


Ihe disease attacks the female sex 


predominantly, but not quite exclu- 


sively: 85 per cent. according to a 


survey of 279 published cases by Jessar ef a/. (1953) 


This is seldom unassociated with 


hi Chronic discoid lupus erythematosu 


lhe age of onset varies, 


but the majority have occurred in the second, third and fourth decades 


Fic 


all, of the chilblain cases also remain cutaneous: 


subacute lupus erythematosus, 


’ ‘he 


widespread, is always uncertain, 


Chronic lupus erythematosus of the fingers 


There may be no 


cutaneous symptoms, 


or there may be 


characteristic cut- 


aneous lesions of any 


type, but most often 


of the subacute or 


acute type. In fact we 
learn by 


that 


experience 
chronic fixed 
lupus erythematosus 
usually remains purely 
cutaneous. It is prob 
that 


though certainly 


able many, 
not 


the fate of the unstable 


whether limited in area or moderately 


se subacute cases which are initially 
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provoked by exposure to sunlight, and which often at first simulate 


sunburn, tend eventually to develop the systemic disease. 

The onset may be abrupt or insidious, and the course fulminating or 
smouldering with remissions. In an excellent recent analytical study of a 
series of eighteen cases, Soffer and Bader (1952) place their clinical findings 
in the following order of frequency: 


Fever 
Arthritis 
Loss of weight 
Lymphadenopathy 
Rash, face 
Rash, general 
Mucous membrane lesions 
Pericarditis and pericardial effusion 
Pleurisy and pleural effusion 
Organic mental symptoms 
Fundal changes 
Petechiz or purpura 
Cachexia 
Palpable spleen 
Abdominal pain 
Raynaud’s phenomenon 
Nephrotic syndrome 
Their laboratory findings were: 
L.E. cells 
Microscopic hamaturia 
Microscopic hematuria and casts 
Persistently raised blood urea 
Elevated sedimentation rate 
\nzmia 
Leucopenia 2 
Thrombocytopenia 10 
Electroencephalographic abnormalities 6 


6 


There is usually inversion of the normal serum albumin/globulin ratio: 
the total proteins are within normal limits, the increase being in the gamma- 
globulin fraction. Blood cultures are invariably negative. 

Arthritis or arthralgia accompanied by malaise and some loss of weight 
often precedes manifest systemic lupus erythematosus by months, and may 
or may not be accompanied by characteristic skin lesions. 

For example, the association of joint pain and swellings over a period of months, 
with occasional hemorrhagic bulla, led recently to the correct provisional diagnosis 
by my colleague, Dr. H. J. Wallace, the diagnosis being confirmed by labora- 
tory findings, including the discovery of L.E. cells in numbers in the peripheral blood 

Similarly, any combination of a few or several of the clinical manifesta 
tions of the disease, particularly an erythematous or purpuric rash, fever, 
arthralgia with or without joint swellings, pericarditis or pleurisy, vague ill 
health with loss of weight, palpable spleen, purpura, Raynaud’s symptoms 
and albuminuria calls for the appropriate laboratory investigations. Of these, 
leucopenia in the presence of fever is almost constantly found, though it 
may be masked by the existence of secondary infection; some degree of 
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anemia is to be expected. ‘The albumin/globulin ratio is likely to be dis- 
turbed, if not actually inverted; the erythrocyte sedimentation rate is raised. 
But without any doubt the presence of L.E. cells in the blood is the most 
reliable criterion of the existence of the disease, always provided that the 
search is made by a pathologist who is expert in this work. False positives 
are not unknown. 

The figures of evidence of renal damage in Soffer’s list—100 per cent. 
of his series—are higher than in most, although albuminuria is often present, 
but the figure of 5 out of 18 with persistently raised blood urea agrees with 


others (Jessar et al., 1953; Dubois et al., 1952). Renal damage of this order is 


of the most serious prognostic significance and it may be made worse by 
treatment with ACTH or cortisone (Prunty ef al., 1952). 


MORBID ANATOMY 
Cutaneous..The primary change is probably in the capillaries and lym- 
phatics, which are grossly dilated. ‘There follow gross edema in the sub- 
papillary layer and later infiltration with lymphocytes which are often 


Subacute cutaneous lupus erythematosus 


grouped in dense clumps about vessels. ‘The elastic tissue of the sub- 
papillary portion of the dermis is destroyed. Epidermal changes, which 
probably follow the edematous and scarring process, consist of thinning and 
accumulation of surface horn—particularly in the follicular orifices. 
Internal organs.—The serous membranes show non-specific inflammation 
in the pleura, pericardium and peritoneum (perihepatitis and perisplenitis) 





146 THE PRACTITIONER 


with microscopical fibrinoid degeneration. In the kidneys damage is most 
marked in the glomerular tufts; hyalinization and thickening of the glomeru- 
lar capillaries giving rise to the characteristic ‘wire loop’ appearance, oc- 
clusion of the glomerular capillaries by hyaline thrombi, and sometimes 
acute glomerulonephritis. ‘There are no specific lesions in the lungs, though 
non-specific broncho-pneumonia may occur as in any other long febrile 
illness, Occasionally, terminal tuberculous broncho-pneumonia or miliary 
tuberculosis is found. In the heart non-bacterial verrucous endocarditis is 
found in about 40 per cent. of cases. The valves are mainly attacked but 
the vegetations may be present also on the mural endocardium. ‘The vegeta- 
tions are the result of fibrinoid degeneration of the collagen. In addition to 
perisplenitis, the spleen often shows a curious development of concentric 
rings of fibrous tissue around central arterioles (onion skinning) 

Important pathological lesions, thought to be of a degenerative order, are 
thus found predominantly in the peripheral vessels of the skin, the renal 
glomeruli and the spleen, in the serous membranes, and in the heart. ‘The 
blood vessels and supportive tissue of any organ may be involved. 


PATHOGENESIS AND ETIOLOGY 

Those who have done most work on the subject have been the least prepared 
to speculate upon the pathogenesis and etiology of the disease. Klemperer 
(1951), who has done so much pioneer work on the subject, dismisses 
tuberculosis as not worth consideration. It has also been supposed that 
lupus erythematosus may be due to hypersensitivity to unknown antigens. 
Klemperer (1951), however, disposes of hypersensitivity on the grounds 
that the anatomical changes found in lupus erythematosus are not to be 
found in any tissue reaction known to be attributable to hypersensitivity 
Morbid anatomists and clinicians have carried their work a long way, 
perhaps almost as far as possible. We may have to wait a long while fora 
further advance in knowledge. 


PROGNOSIS 
Purely cutaneous lupus erythematosus, and the great majority of cases probably 
remain cutaneous, never endangers life. ‘The fixed discoid scarring type has 


very little tendency towards complete spontaneous cure. Some of the more 


unstable erythematous cases which develop little atrophy, but which are 
none the less localized, especially to the face and forehead, have a better 
outlook. ‘The percentage of chronic cutaneous cases which ultimately be- 
come systemic is unknown. A few patients with systemic lupus erythema- 
tosus have long histories of the cutaneous disease: 6 out of 34, in a series 
analysed by Shearn and Priofsky (1952). 

Systemic lupus erythematosus.—The outlook is probably always bad 
ultimately, although spontaneous remissions of long duratiqn often occur. 


In a series of 34 cases observed by Dubois et al. (1952) over a period of fifteen 
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years, and not treated with steroids, all died within this period, and spontaneous 
clinical remissions occurred in seven. The average duration of life after the onset of 
systemic symptoms was 22 months, the variation being 7 to 69 months in 67 per 
cent., and 2.3 to 223 months in 95 per cent. Jessar et al. (1953), in a study of 44 
untreated cases from their own experience and of 279 reported in the literature, found 
that 22 per cent. of the total number studied survived for more than five years 


rREATMENT OF CUTANEOUS LUPUS ERYTHEMATOSUS 
Most of the remedies which have been in common use for years, e.g. quinine, 
gold compounds, acetarsol, oxophenarsine, have sometimes produced a 
well-marked temporary change for the better, but at least as often they have 
failed completely. Gold is probably the most effective of these remedies, 
but it is unsafe. 
Mepacrine.—Page (1951), while treating a patient with discoid lupus 


Fic. Chronic discoid lupus erythematosus before and after treatment with mepacrine 


erythematosus for another disease with mepacrine, noted that the skin 


/ 


cleared up. Subsequently, in collaboration with F. R. Bettley, he treated 1 
others: nine results were classed as excellent and six as good, two were 


slightly improved and one unchanged. 


‘These findings are supported by Nielsen (1954); in a series of 12 cases, dis 
appearance of almost all symptoms occurred in two, considerable improvement in 
nine, no change for the better in one. In a series of 36 cases, Helanen (1954) reported 
almost total disappearance of the disease in 10, considerable improvement in 21 
slight improvement in five, whilst Kierland et a/. (1953), in a series of 35 patients, 
reported complete arrest of the disease in 17, more than 75 per cent. improvement 
in fifteen, 25 to 75 per cent. improvement in 9, and o to 25 per cent. improvement 
in eleven 


Kierland points out that this method of treatment was actually begun in 
Russia by Prokoptchouk in 1941, followed by Sorinson, Popoff and Kutint 
scheff, and Ottolenghi and Lodigiani in Italy. ‘The results reported by these 


observers, and quoted in Kierland’s article, are much the same as those in 


the later British, American and Scandinavian reports. It is thus clear that 
mepacrine, though very far from a perfect remedy, is of some value (fig. 5). 
The usual dosage is 100 mg. a day, and the treatment is pursued for from 


two to three months. In those cases which respond to treatment favourable 
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effects are invariably apparent within about six weeks. As a general rule the 
labile erythematous cases respond more rapidly and more completely than 
the fixed discoid scarring cases, in which, none the less, the effect of treat- 
ment is often surprisingly good. There are two objections to treatment with 
mepacrine: yellow discoloration of the skin, and occasional toxic reactions 
including a drug eruption of some severity—the well-known tropical lichenoid 
eruption of the war. Fortunately, this complication occurs comparatively 
rarely but it is probably not wise to administer mepacrine for more than 
three months at a time. 

During the last few years nearly every dermatologist in the country has 
been using mepacrine in preference to any other remedy. It is not known 
why or how it acts in this disease, and experience has shown clearly enough 
that relapse is often to be expected in due course. On the other hand, it is 
also evident that mepacrine, if effective in the first instance, is likely to be 
helpful in the treatment of a relapse. 

Chloroquine.—Prakken and Molhuysen-van der Walle (1954) used this 
drug on the grounds that it has much the same effect in malaria as mepa 
crine. ‘They were satisfied that mepacrine was a real advance in the treatment 
of lupus erythematosus of the skin, but noted that it had its drawbacks, 
particularly the yellow colour that it provoked and its toxic sequelz. 

They tabulate the results of treatment of 25 cases with chloroquine as excellent 
in eight, good in nine, moderate in six, no result in two. Blurred vision due to dis- 
turbance of accommodation occurred as a complication in some patients. Harvey 
and Cochrane (1954) report that they have found chloroquine as effective as 
mepacrine and in a series of 30 patients report the results as excellent in nine, good 
in nine, slight in four, no change in eight. One patient had a hematemesis ten days 
after starting treatment, two others had difficulties in focusing near vision. Gold- 
man et al. (1953) treated 21 cases, claiming great improvement in 14, improvement 
in two, and failure in five 

‘The dosage employed by Prakken and his colleague was 200 mg. daily, 
by Harvey and Cochrane 150 mg. daily for the first two weeks followed by 
300 mg. for four weeks, then again 150 mg. daily for the next four weeks. 
No doubt, further reports of the effect of the drug will be published before 
very long. Results so far seem similar to those that can be expected from 
mepacrine though perhaps with a somewhat higher proportion of complete 
failure. 

Local treatment.—Very fixed chronic discoid scarring cases, if not ex- 
tensive, can be helped by repeated freezing with solid carbon dioxide for 
five to ten seconds. No other local remedy has much value. ‘The use of 
opaque creams, such as ‘covermark’, and various other ‘cover creams’ is 
useful both cosmetically and in providing protection against the harmful 
effects of sunlight. 


TREATMENT OF SYSTEMIC LUPUS ERYTHEMATOSUS 
To what extent the steroid hormones, cortisone and ACTH, are capable of 
prolonging life in systemic lupus erythematosus is not yet settled. It is 





LUPUS ERYTHEMATOSUS 149 


certain, however, that no other known remedies have any effect at all on the 
course of the disease. The immediate effect of the treatment is usually 
dramatic, even in patients who appear to be moribund: arthralgia, fever, 
pericardial and pleural effusions rapidly disappear. ‘The characteristic labora- 
tory findings, however, are not much altered: a high or relatively high E.S.R. 
usually persists, hyperglobulinzmia may be reduced during treatment but 
it may return during continued treatment. Lupus erythematosus cells can 
generally be found at one time or another. In cases with leucopenia, an in- 
crease in the white cell count occurs sometimes. Prunty et a/. (1952) note 
that the renal lesion in systemic lupus erythematosus may be present at a 
relatively early stage of the disease. At this stage administration of ACTH or 
cortisone is likely to improve impairment of renal function; but as the 
disease progresses, in spite of courses of therapy, the renal changes become 
irreversible and the continued administration of these hormones ts likely to 
lead to exacerbation of the renal phenomena. Soffer and Bader (1952) also 


find that the renal lesion persists during both drug-induced and spontaneous 


remissions and consider that the lesion is persistent and of grave prognostic 
significance. 

Dubois and his colleagues (1952) have treated a series of 45 patients. Of 
these, two developed mild renal damage while they were receiving main 
tenance treatment, which improved temporarily with increase of the main 
tenance dose and subsequently became worse under continued treatment; 
both died. ‘Taking the whole group into account they found that the expecta- 
tion of life was improved under treatment as compared with their control 
group of 34 untreated cases. ‘These authors aim at the early production of a 
state resembling a mild degree of Cushing’s syndrome and they maintain 
their patients on the lowest dose of ACTH by injection, or cortisone by 
mouth, which appears to be capable of maintaining that state indefinitely. 

Haserick (1953) Compares the duration of life of 73 Cases treated with 
steroids, with 10 untreated cases. 

In 1948, shortly before the advent of steroid therapy, to cases, all severe, were 
observed: nine died within a year whilst one had been in complete clinical and 


laboratory remission for more than five years. Of the 73 cases treated since 1949 


with cortisone and ACTH, 30 out of 44 who were regarded as imminently fatal had 


survived, most of them beyond the one year noted in the first untreated group. It 


was not thought that the remaining survivors owed their survival to the treatment 


Apart from the question of statistical survival, Haserick draws attention 
to two other important points of comparison between steroid-treated 


patients and those not so treated:—(1) The interruption of a rapidly fatal 


course is now possible. (2) The morbidity is improved. Patients under con 
tinuous treatment are not chronically ill; they can often work. One patient 
under continuous treatment had a normal pregnancy, and a normal infant; 
another had been accustomed to repeated attacks of pneumonitis and these 
had ceased. He lays stress on the problem of the patient who is not obviously 
ill but who may be in grave danger. It is in these subclinical forms of systemic 
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lupus erythematosus that he believes the decision to use steroid therapy is 
debatable. In his opinion it is better to withhold specific therapy until an 
acute exacerbation occurs. On the other hand, when the treatment has been 
started, great caution must be exercised before it is discontinued. In four of 
the 14 severe cases who died, renal failure was progressive despite treatment 
\ few died in what is termed the lupus erythematosus crisis, a few of com- 
plications thought to be due to the treatment: one of fungal septicaemia, one 
of perforated peptic ulcer and peritonitis, and one, a schizophrenic, by suicide 

The immediate effect of the steroid hormones in the treatment of systemic 
lupus erythematosus is usually dramatic and gratifying, except in cases with 
advanced renal lesions, in which, as Prunty points out, the treatment may 
shorten life. But it also seems clear from the published accounts that, how- 
ever completely symptoms may be suppressed, the disease usually goes on 
The almost invariable persistence of the L.E. phenomenon, of a more or 
less raised E.S.R., and of the tendency to inversion of the normal ratio 
of the serum proteins is ominous. Published reports by the authorities who 
are quoted in this article indicate, however, that we must at present continue 
to look for help mainly in these remedies. 


It is perhaps only necessary to add that the steroid hormones, whether 


used locally or internally, are not helpful in the treatment of cutaneous lupus 


erythematosus. 


I wish to thank the Institute of Dermatology for the illustrations used in this 
article 
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Born these conditions which at certain stages, particularly early in their 
evolution, may present some difficulty in differential diagnosis, are now 
generally accepted as examples of diffuse collagen disease. ‘The validity of 
this concept has been dealt with elsewhere in this series and the purpose of 
this contribution will be to focus attention on the clinical aspects and to 


review modern ideas on etiology and treatment 


SCLERODERMA 

Scleroderma has been described in varying terms as hide-bound skin, 
sclerema adultorum, dermatosclerosis, scleriasis and, more recently, as pro- 
gressive visceral sclerosis (Bagelman ef a/., 1953). It is a condition in which 
localized or diffuse areas of hardening of the skin characteristically develop, 
accompanied later by atrophy and pigmentary change. It may be associated 
with vasomotor disturbances of the Raynaud type, involvement of under- 
lying musculature and, now and then, areas of calcification. It is possible to 
divide the disease into three varieties: 

(1) Localized scleroderma or morphaea 

(2) Diffuse scleroderma 


(3) Acrosclerosis 


LOCALIZED SCLERODERMA 
Localized scleroderma, the relationship of which to the diffuse form can be 
likened to that of discoid lupus erythematosus to the disseminated variety, 
can arise at any age but usually in middle age or later adult life. It occurs in 
both sexes but is more common in women. It is the least serious of the 
varieties named and may be considered as ‘a disease of little consequence 
generally’ (‘Truelove and Whyte, 1951), except in children or when it occurs 
over large areas, particularly on the flexures of the larger joints where chronic 
indolent ulcers may supervene. In growing children it can, not infrequently, 
affect and disturb the growth of underlying muscle tissue and lead in turn 
to deformity in appearance, i.e., on the face, or impaired function in a limb 
due to an arrest in growth with shortening or partial fixation in a joint. Such 
a result may not interfere with the expectation of life, but it cannot be 


looked upon as less than a major tragedy—particularly for the growing girl 


The onset is generally insidious; once begun, progress may be slow or 
fairly rapid. ‘The condition presents itself as single or multiple lesions, 
usually without subjective symptoms, although on occasion tingling or a 
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moderate degree of itching may be present. ‘The lesions consist of round, 
oval, or irregular small spots or patches, and sometimes of lines or bands. 
They may arise on any site: the face; the upper trunk, particularly around 
the front of the lower neck; the breasts; the flanks; the haunches; the girdle 
area; and the limbs, particularly the lower extremities. ‘The distribution is 
often symmetrical. ‘The 
earliest manifestation is 
usually a _ violaceous 
discoloration which 
may persist without 
much obvious secon- 
dary change, or the area 
affected may become 
somewhat atrophic with 
marginal extension but 
still maintaining a helio- 
trope or lilac-tinted 
plexus of minute ves- 
sels. Occasionally the 
affected area may 
develop a dead - white 
appearance with promi- 
nent sebaceous gland 
openings. In the banded 
form the area tends to 
become indurated and 
hard, difficult to pick 


up and looks somewhat 
An example of symmetrical, banded morphcea : 
(localized scleroderma). Waxy Or like old IVOTY 


(fig. 1): shining and 


mprglistening and almost greasy to the touch. When such bands can be 
picked up they do not fold readily and feel like hard rubber. When 
a band occurs centrally in the median line of the forehead it may 
be depressed and superficially resemble a sabre cut (coup de sabre). 
Later the colour of the lesions changes to an old ivory or yellowish tint and, 


generally, dappled, brownish pigmentation develops, usually an indication 
that the process is arrested. Atrophy may follow, leaving a thin, papery 
epidermis in which chronic indolent ulceration may supervene. 


DIFFUSE SCLERODERMA 
As a rule, diffuse scleroderma begins insidiously, and may appear on face, 
neck, trunk or extremities. On occasion it spreads quickly and may involve a 
large area. It is usually free from subjective symptoms but, particularly when 
limbs are affected, there may be arthralgia or altered sensation; most 
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commonly a feeling of stiffness is experienced. ‘The onset may occur at any 
age but is more common in adult life. Women are probably more commonly 
affected than men, but this sex difference is not nearly so marked as in the 
case of acrosclerosis. ‘The skin changes vary with the types. It may become 
indurated and firm and difficult or impossible to pick up. ‘The natural lines 
are lost. This alteration spreads slowly or rapidly to involve large are*s; 
indeed the whole surface may be aftected. The colour becomes duller and 
finally yellowish in hue. The rigidity becomes more marked and binds down 
the underlying tissues. The condition may begin on the upper extremities, 
spreading upwards from the hands. The face, neck and upper trunk are 
commonly affected. When the hands and arms are affected the fingers are 


tapered and become flexed, almost claw-like, with the skin glazed and 


stretched over the joints, where indolent ulceration may develop (fig. 2) 
As the tissues atrophy, 
the forearms become 
thin and hardened and 
movements become re- 
stricted due to indur- 
ation of the affected 
tissues and not to 
arthritic change 

When the face is 
affected it becomes 
mask-like and devoid 
of expression, and im- 
pairment of muscle 
movement leads to 
difficulty in feeding 
and mastication. ‘The 
chest wall, in turn, may 
be so rigid that respir- 
ation is interfered with. 

In some cases, edema 

Fic. 2 Diffuse scleroderma 

may precede an indura- fingers with ulceration, and marked pigment 
tion: a peculiar larda- 
ceous edema which is absorbed, after a period of weeks or months. ‘The 
skin shrinks and atrophy supervenes. Pigmentation occurs later (fig. 2) and 
may be mottled or diffuse. Raynaud’s phenomenon may present during the 
course of the disease but rarely precedes it, in contradistinction to acro- 
sclerosis. Diffuse sclerosis usually attains full development within about two 
years, with widespread involvement of skin and underlying muscles 


ACROSCLEROSITIS 


Acrosclerosis is often confused with diffuse scleroderma but the course of 
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the disease and the clinical appearances in the fully developed case are 
sufficient to establish it as a clinical entity. The condition is usually as- 
sociated with the name of Sellei (1931), but it was first described by Hutchin- 
son in 1893; O’Leary and Waisman (1943) have stressed the main points of 
differentiation. It usually appears in late adolescence or early adult life and 
occurs mainly in women. Preceded most commonly by Raynaud’s pheno- 
menon, which may persist or increase, sclerosis of the acral parts develops, 
leading to sclerodacty lia 

after a varying lapse of 

time, sometimes even 

years. In the early 

stages, when differentia- 

tion between Raynaud's 

disease and _  acro- 

sclerosismay be difficult, 

‘Truelove and Whyte 

(1951) suggest that 

persistence ot swelling 

of the fingers between 

attacks, or after sym- 

pathetic blockage with 

local anzsthetics, is a 

sign suggestive of acro- 

sclerosis. Involvement 

of the face, neck and 

upper trunk may follow 

that of the upper ex- 

tremities, Or may occul 

simultaneously. Once 

the condition has fully 

developed, the appear- 

OE OCP sg We ance of the facies and 

hands is characteristic, 

but the changes in the facial expression may be so gradual that only compari- 
son with an earlier photograph can, with certainty, convince the patient or 
relatives of the distinct change that is present. ‘The skin of the face becomes 
tightened and drawn over the bony prominences. Over the forehead it is 
taut but not indurated. The nose becomes thinner and more pointed with 
the lips becoming contracted over the teeth so that the upper teeth are more 


readily exposed. The aperture narrows so that opening of the mouth is 


3) 


restricted, and the patient has a rather pinched and drawn expression (fig. 3 

The appearance of the hands is likewise characteristic. The fingers be- 
come stiffened and slightly flexed, with limitation of clenching movements 
and loss of ability to pick up small articles. Resorption of bone occurs in the 
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terminal phalanges and, whilst the fingers may be tapered, more commonly 
the finger tips become shortened with blunting or rounding of the ends 


(fig. 4). Ulceration or gangrenous changes lead to puckered scars, and nail 


growth may be stunted and deformed with loose, broken, upturned edges 
(Ramsey, 1951). The sclerosing process steadily but slowly moves upwards 
towards the proximal end of the forearms. Involvement of the lower ex- 
tremities is seldom as marked. Later, vascular changes in the form of 
telangiectases may occur on the hands and face. 

Visceral involvement is fairly frequent, the esophagus being most com- 
monly affected leading to dysphagia with the possibility of inhalation 
pneumonia. Radiological examination can confirm this involvement, the 
sclerotic process leading to shortening of the asophagus. Sclerosis may 
attack other tissues such as the blood vessels, the heart, the lungs, and even 
the kidneys (Moore and Sheehan, 1952). In the latter, ischemic lesions in 
the cortex lead to renal 
insufficiency and 
urzmia, death resulting 
in two to four weeks 
after onset of renal 
damage. 


ETIOLOGY Ort 
SCLERODERMA 
The precise cause and 
the mechanism by 
which sclerosis is set in 
motion and the explan- 
ation of its distribution 
are all unknown. Phy- 
sical stimuli, such as 
cold or damp, over- 
exposure to sunlight, 
acute infections, disease 
in other organs, includ- 
ing malignancy, 
intoxication, reactions 
to drugs and even FiG 4 Acrosclerosis—finger changes—shortening and 
’ blunting of terminal phalanges with disturbance of nail 

emotional stress, have growth. 

all been cited. In ex- 

plaining why so many varying and different factors should lead to 
the same end-result, stress suggests itself as the common factor, with 
failure on the part of the patient to adapt himself or herself to it. 
Recently, Ferrari and Fernandez (1953) have reported its onset after 
severe vaginal haemorrhage lasting four days after a normal fifth 





1560 THE PRACTITIONER 


delivery, and suggest that the anterior hypophysis may play a role in 
the mechanism. The steps they postulate are acute vaginal hemorrhage 
leading to ischemia of the anterior hypophysis, which in turn leads to im 
balance of the hypophysio-cortico-adrenal and hypophysio-gonadal systems 
with resulting insufficiency of the cortical and gonadal hormones, in turn 
leading to diffuse scleroderma and Raynaud’s syndrome. Certainly the 
diversity of trigger factors suggests the presence or absence in the circulation 
of something which leads to hormonal imbalance, but why the impact of 
such an imbalance should fall on the collagen tissues still remains to be 
explained. 

The initial change consists of intercellular collagenous swelling of the 
dermal and subcutaneous connective tissue which becomes firmer and 
firmer until sclerosis occurs. The epidermis becomes stretched and thinned 
over the swollen collagen and loses the dimpled appearance of the rete pegs. 
The lower surface of the epidermis becomes straightened out and the 
elastic fibrils appear to be fragmented and lie parallel to the surface. Focal 
fibrinoid change develops with necrosis, and intimal and fibrous prolifera- 
tion, comparable to changes seen in acute lupus erythematosus, can be wide- 


spread, involving the cardiovascular system and other organs. 


rREATMENT OF SCLERODERMA 
The wide variety of agents used in the past suggests their lack of efficacy 
Supportive measures and physical therapy, including infra-red irradiation, 
short-wave diathermy and massage, are still of some benefit. Bismuth in 
jections, testosterone, calciferol, antihistamines and vitamin B,, have been 
tried but with no constant or real benefit. Antibiotics should be given a trial, 
according to Evans et a/. (1953). ‘These authors were not impressed with the 
response to cortisone or ACTH, and favour sympathectomy. On the other 
hand, McNee (1950) obtained some response to cortisone, and Rook and 
Frain-Bell (1952) support this finding. 
In 1951, we (Rennie et al., 1951) reported on the use of H.P.C. (3- 


hydroxy-2-phenylcinchoninic acid). Since then this drug has been used at 


the Western Infirmary Skin Department with fairly steady success in cases 
of morpheea. It is considered the treatment of choice for localized sclero- 
derma but there is at least one danger present in its use, due to its photo 
sensitizing properties. It is given in tablet form, 250 mg., up to five daily. 
Constant degrees of clinical and histological improvement occur, the changes 
in the latter being more striking: the collagen in the upper third of the cutis 
is restored to normal, the epidermis resumes its normal appearance and the 
elastic fibres, which were flattened out, again resume their upright branch- 
ing habit. Why the lower two-thirds of the collagen remain swollen and 
tense cannot be explained. When photosensitization occurs, as it has done 
in a few cases, the lesions are characteristic, consisting of scattered blebs 
about the size of a lentil seed or larger, occurring on the face and forehead. 
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These dry up and leave small scars which may persist for months. In such 
cases the drug should be withdrawn and later resumed at a smaller dose 
level. On occasion, withdrawal of the drug has led to exacerbation of symp- 
toms, which slowly recede on resuming and increasing the intake. No 
benefit can be expected in a few weeks and it is suggested that the treatment 
be persisted with for several months. H.P.C. has not proved of benefit in 
acrosclerosis. In these cases a new preparation, ‘oxamin’ (d-nethorphiman) 
has been given an extensive trial. It is available in 50-mg. tablets, up to five 
of which should be taken a day. Some benefit has accrued from its use, in 
that the mobility of the fingers has been helped and the contraction of the 
tissues around the mouth has become less marked. 


DERMATOMYOSITIS 

‘This can arise as an acute, subacute, or chronic illness, affecting the skin and 
musculature in variable parts and ways, with non-suppurative inflammation 
in many sites. It can develop at any age but is probably more prevalent 
between the ages of forty and fifty. There is no suggestion of sex preference 
The onset may be acute and progress rapid, or it may present in milder form 
with complete or partial arrest. Early symptoms may consist of muscle pains 
and tenderness, weakness, feeling of malaise, swelling of the affected sites 
and various, probably toxic, skin reactions, which may suggest a mild, even 
transient, erythema or nettlerash or, in more acute cases, an erythema 
multiforme. Occasionally the erythema may even suggest an acute lupus 
erythematosus, or now and then the picture may be poikilodermatous when 
the condition is called poikilodermatomyositis. Not infrequently there is a 
dusky erythema of the eyelids, most marked on the upper lids and more 
pronounced at the margins. ‘This feature is almost characteristic. Because of 
cedema of the structures around the eyes there may be double vision. Pig- 
mentary changes may occur. In some cases there may be vasomotor upsets 
and pyrexia, remittent in type and often terminal. ‘The mouth may be the 
site of stomatitis and later a diffuse toxic alopecia can arise. Osteoporosis 
and localized calcification are not uncommon. 

Usually the muscles of the limbs are first affected, most commonly those 
of the upper segments. Any muscle or group of muscles can be involved 
The condition is generally symmetrical. In the established case the muscles 
around the shoulders, neck and upper arms are involved. Initial edema may 
or may not pit on pressure. Consequent on progressive wasting and as- 
sociated weakness a characteristic picture develops, with the head drooping 


and the shoulders sagging forwards. The affected muscles are at first soft and 


apparently normal, with pain and tenderness present in varying degree 


Later they harden and become doughy. Involvement of the intercostal 
muscles and the diaphragm increases the risk of a fatal issue. Contracture 
may follow on atrophy. Difficulty in swallowing, alteration in the voice and 
laboured breathing may be present. The heart muscle may also be involved 
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Enlargement of the lymphatic glands and the spleen is often present. 
Anzmia, on the other hand, is not common. Hyperglobulinzmia, creatinuria 
and a high sedimentation rate are almost invariably to be found. 

The cause is obscure but the condition sometimes follows an acute infec- 
tion such as tonsillitis. This, with the success which now and then attends 
the use of autogenous vaccine prepared early in the attack from muscle 
tissue, suggests a streptococcal origin. Consideration, however, must be 
directed to the reports of Bezecny (1935) and Forman (1952) on their 
observations on the association between visceral cancer and dermatomyositis. 
Regression of the disease following removal of the malignant growth is 
suggestive of some association between the two. 


Pathology.—Vhe gross changes in the skin consist of thickening, ceedema 


and induration. ‘The muscles are swollen and show yellowish serous exudate 
Dowling (1950) described the occurrence of lymphorrhages. Interstitial 
cedema, focal degeneration, perivascular inflammation and fibrosis with in- 
crease in connective tissue and thickening of the blood vessel walls are to be 
found. 

Treatment.—Rest in bed is most important and a search should be made 
for focal infection. Autogenous vaccine and non-specific protein therapy, 
combined with the administration of vitamins, have been used but with 
variable response. ‘The advent of cortisone and ACTH has added very con- 
siderably to the therapeutic attack on this grave disorder. An increasing 
number of reports has shown that the new hormonal therapy holds out a 
great deal of hope for the victims of dermatomyositis. As in other examples 
of acute collagen disease, cortisone and ACTH seem to act best in the acute 


stages. 
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‘THE use of hormones for cosmetic purposes was initiated by a chance 
observation in one of the large pharmaceutical plants. Women filling am 

poules with cestrogens for intramuscular injections who had frequent contact 
with the oil-suspended hormones noted that a change in the appearance of 
the skin on the dorsum of their hands gradually occurred after months of 
such contact. It seemed that the signs of ageing, such as wrinkling, tended to 
disappear and the backs of the hands, especially in older women, assumed a 
more youthful appearance. After extensive clinical experimentation (with 
the hormone-free oil as a control) it was concluded by the observers that the 
anti-wrinkling effects on the skin must have been due primarily to the hor 

mones. These observations took place about eighteen years ago. Since that 
time careful scientific studies have given us a firm experimental basis tor 
the clinical changes which were noted after application of hormone 


containing preparations to the skin. 


CHOICE OF (C®STROGEN 

For many years cestrogens, both synthetic and natural, have been used ex 
tensively as topical medication: e.g., in the treatment of kraurosis vulva and 
senile pruritus. In recent years there has been a trend to use high potency 
cestrogen-containing preparations for the treatment of acne vulgaris. ‘The 
hormone content of these preparations has at times been quite high. For 
cosmetic purposes, however, only 7,500 to 10,000 I.U. per ounce (31 g.) 
of vehicle is used. ‘This is far below the dosage used therapeutically 

The discussion in this article will be limited to the use of cestrogens with 
an upper limit of 10,000 I.U. per ounce (31 g.) of vehicle. ‘These preparations 
are to be used in definite amounts over a given period of time. It is obvious 
that no serious discussion of the effects of such hormone preparations, 
whether good or bad, can be presented unless it is thoroughly understood at 
the outset that, even with the wide margin of safety in the cosmetic hormone 
preparations as sold by reliable manufacturers, the amounts to be applied 
should not be greater than those recommended in the directions given 

The natural estrogens comprise estrone, cestradiol, cestriol, equiline and 
equilenine. ‘They can be used as pure substances or as conjugated cestrogens 
There are natural conjugates such as estrone sulphate or artificial conjugates 


such as ceestradiol benzoate. There is an increasing number of completely 


synthetic cestrogens which are not steroids. The best known of this class 
is stilbeestrol. Whilst claims have been made that there are differences in 
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the relative degree in which special effects are produced by certain of these 
compounds, this has never been proved. The different cestrogens demon- 
strate marked differences in their relative effectiveness, according to their 
routes of administration. In our experience the natural a@strogens seem to 
be more effective topically than the synthetic hormones, although the 
difference does not appear to be significant. 


ABSENCE OF SYSTEMIC EFFECTS 


It is agreed by most authorities that the amount of hormone which could 
possibly be absorbed from a cosmetic hormone cream or lotion with 10,000 
I.U. per ounce (31 g.), is far below any level which could possibly have any 
effect on tumour production. 

In the seventeen years or so that cosmetic preparations containing cestro 
genic hormones have been on the market, probably millions of women of 
various ages have used them. A great deal of experimental and clinical in 
formation has been reported from observations based on the use of such 
preparations. [he natural cestrogen is usually employed. ‘lhe chief source of 
this material is the urine of gravid mares 

I'he instructions for the use of the cosmetic hormone creams or lotions 
state that a two-ounce jar should be used over a period of a month. ‘Thus, 
there is a total content of 20,000 1.U. with individual daily applications of 
approximately 666 I.U. ‘The hormone potency of these applications is well 
below the threshold value for any systemic action even if one assumed that 
absorption from the vehicle base would be 100 per cent. Actually, under 
normal conditions of usage, absorption does not exceed 20 per cent. Studies 
by Eidelsberg (1947) have shown that only 20 per cent. of the estrogenic 
material was absorbed after an inunction from a cosmetic cream containing 


7,500 I.U. per ounce (31 g.) in a base containing lanolin, petrolatum, 


cholesterol, mineral oil, lecithin and distilled water. Careful studies by the 


same observer have been carried out on the effect of the cream on the 
cestrogen content of the urine and the histological picture of vaginal smears 

In 14 women, aged 18 to 56 years, ! ounce (4.5 g.) of the cream, containing 
approximately 535 I.U. was rubbed into the skin of the face each evening for thre¢ 
to four months. The estrogen output in the urine was not significantly different 
during the period of the use of the estrogen inunction. The vaginal smear findings 
also showed no significant changes as a result of the treatment 

Eidelsberg concluded that in the amounts used, and by the method 
applied, the estrogenic hormones did not produce any systemic effect. 

Eller and Eller (1949), using aestrogenic hormone ointments containing 
7,500 to 15,000 I.U. per ounce (31 g.), carried out extensive investigations 
‘They reported insignificant reactions in the appearance of vaginal smears of 
their subjects, and concluded that under the conditions of their experiments 
the aestrogenic effects obtained were on the cutaneous epithelium directly 
rather than through a systemic route. Davis (1947) maintained that a cos 
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metic hormone cream containing 7,500 to 10,000 I.U. per ounce (31 g.) of 
vehicle is not likely to exert systemic action. The amount of estrogen 
absorbed by the skin is far below the level required to produce such an 
effect. In as yet unpublished studies which we are carrying out with a 
hormone-containing preparation for use in acne vulgaris we are using levels 
of 10,000 to 50,000 I.U. of estrogen per ounce (31 g.) of vehicle. To date we 
have been unable to demonstrate systemic absorption even from the upper 
limit of the ceestrogen content. 

The percutaneous application of hormones has been extensively investi- 
gated. The lipoid-soluble aestrogens have been shown to be capable of 
exerting systemic effects when applied to the skin in sufficiently large doses 
Incidentally, the rate of absorption is much faster by injection than by the 
percutaneous route. If the percutaneous application of the hormone could be 
shown to have a local rather than a systemic effect there would be a rational 
basis for its use in a cosmetic preparation 
I of Jadassohn and hi 


Just such a basis has been provided by the experiments 


group (1938), based upon the quantitative enlargement of the nipple of the guinea 


yg with local application of astrone. If small enough doses were used, only the 
} PI 


treated nipple responded with unilateral swelling and hyperpigmentation. Mucl 


1 similar changes 1n the untreated nipple, as the result of systemi 


larger doses cause¢ 
the site where the 


effects In women | llet ind Eller (1949) noted change S onl at 


hormone creams were used and not in control areas 


It is logical to assume therefore that, if the hormone dose ts below the 
theoretical value for systemic action, any effect resulting from topical 
application will be purely local. For this reason a properly formulated cos 
metic hormone cream should have an cestrogen content of the order of 
magnitude which fulfils such a requirement It is our opinion that the 
content of cestrogens to be used in hormone creams and lotions should not 
be more than 10,000 I.U. per ounce (31 g.) of vehicle 

On very rare occasions some reference is encountered to the systemi 
action of hormone cosmetics. On careful examination of such references, 
however, it is found invariably that there are factors which obscure the issue, 
usually because of improper usage of the product involved. One such recent 
reference is that of Goldberg and Harris (1952), who describe the case of a 
woman who is said to have developed endometrial hyperplasia following the 
use of some hormone cosmetics. ‘The significant fact is that the quantity 
used was several times in excess of that recommended on the label. ‘There 
was also a previous history of cestrogen therapy for menopausal symptoms, 
which probably contributed to obscuring the actual role that topical applica 
tion of the hormone cream may have played in this case. At any rate, no 


other similar instance has come to our attention in the past several years, in 


spite of the tremendous use of hormone cosmetics during this period 


Sulzberger (1952) crystallized the present viewpoint of many scientists 
concerning hormone creams at the hearings before the House Select Com- 


mittee of the United States Congress, as follows 
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Dr. Heprick: ‘What is your opinion of the use of estrogenic hormones in face 
creams? Do you think it is safe?’ 

Dr. SULZBERGER: ‘I have a very definite opinion about that, Dr. Hedrick. I think 
today that in the concentration in which they are put into face cream the record to 
date shows they have been entirely safe. I had a different opinion six, eight or ten 
years ago. I thought that they were very risky. I thought that on the one hand they 
had possibilities of damaging the skin and that on the other hand there was no 
evidence that they could achieve any possible benefit so far as appearance was con- 
cerned; and I had to change my mind in both directions. It is possible, I believe, to 
put in a quantity of estrogenic hormones in face creams which cause some plumping 
out of the skin on repeated applications and it is still possible to have the concentra- 
tions so low that the risks of damage are almost negligible’ 

Dr. Heprick: ‘You mean to say it might relieve some of the wrinkles that people 
have in their face?’ 

Dr. SULZBERGER: ‘It causes a mild degree of diffuse swelling’ 

Dr. Heprick: ‘Kind of an edema?’ 

Dr. SULZBERGER: ‘It is called edema, yes. Plumping of the tissues by retaining 
more water. It actually isn’t free fluid’ 

Dr. Heprick: ‘Do you believe there is a possibility they may cause precanceroses? 

Dr. SULZBERGER: ‘Not any longer’ 

‘I sat recently on a special committee under Dr. Goodfriend and Dr. Corwin of 
the New York Academy of Medicine to discuss this problem. I was the dermatologist, 
Dr. Goodfriend was the gynecologist, and the endocrinologist was Dr. Shorr, and 
there were on the committee several pharmacologists and other experts. We reviewed 
the evidence very carefully and . came to the conclusion that there was not any 
evidence today available of any formation of cancer or precancerosis or any damag« 
from the estrogens as applied in a cosmetic cream. And, all the available evidences 
was in the opposite direction, that they did no harm and no systemic damage of 
any kind. Even on theoretical grounds the dosage of hormones was so small in thes« 
estrogenic creams a person would have had to apply five packages a day, ten ounces 


a day, in order to get enough absorption to cause any systemic effect’ 


PHYSIOLOGICAI AND HISTOLOGICAL CHANGES PRODUCED 
BY COSMETIC HORMONE CREAMS 


Curth (1944) conducted an experiment on women, aged 26 to 65 years, with 


31 g.). 


a cosmetic hormone cream containing 7,500 I.U. per ounce (3 


For a period of four weeks the hormone cream was applied to one thigh and the 
cream without the hormone was applied to the other thigh. This was done every 
day, preceded by cleansing with soap and water. At the end of the four-week period 
biopsies were performed on each of the areas treated. ‘The most consistent finding 
was the succulence of the epidermal cells in the biopsies of the skin treated with th« 


active cream 


‘Traub (1946) also reported definite clinical results from the use of a hor- 
mone cream of the same formulation as that employed by Curth. 


‘Traub and his co-workers carried out a verv careful clinical studv using the crean 
base as a control on the opposite side of the face of each subject when the hormone 
cream was used. ‘lwenty-five women between the ages of 35 and ss were selected 
for the experiment. Observations were carried out for a period of more than six 
months. ‘They concluded that there was a definite improvement in the hormone 
treated area in most of the cases. No untoward effects whatever were observed on 
the skin. They also carried out comparative histological studies using the original 
sections of skin, one from each hand, removed from the subjects before the onset o 
the experiment and those from the same subjects at its conclusion. The dermato- 
logical interpretation of these findings may be summarized as follows 
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(1) The original sections conformed to the histological picture 


women’s hands ranging between the ages of 35 and 5s. 

(2) The final sections, both from the hormone-treated side and the 
use of the cream did not affect the epidermis 

from the histological sections to differentiate between the 


control 


showed that the 
(3) It was possible 

active and control sides 
(4) The active side was recognized by observing various deg 
ls and increase in simple cellular elements; a greater succulence ot 
(sross examination indicated a 


rees of dilatation 


the blood vesse« 
derma as well as the betterment of elastic tissuc 
diminution of senile pigment 
simple experiments that 


the 

tendency toward the 
It could be shown by comparatively 

hormone cream developed a greater avidity for 


' 


treated with the 
(physiological saline) than the control areas 


Goldzieher (1946a,b) reported on the topical application of hormones 
to senile skin. He used one preparation assayed at 10,000 I.U. to the ounce 


(31 g.) and another one containing stilbeestrol, 1 mg 


34s 


per ounce (21 ¢g 


f the inner surface 


With biopsies taken from both the treated and untreated areas 


of the thighs and forearms he found striking changes following a dail 
| he re was evidence ot 


in the 


appli ation ot 


the hormone-bearing ointments over a period of six weeks 
f the surface epithelium. There were also significant changes 
cestrogen-treated site was greate1 
the bundles of collagenou 


ore numerous. No suc 


a regeneration 
thus, the water content of the 


of the capillaries seemed increased 


me soderm the 
number and siz¢ 
fibres appeared less fragmented and the elastic fibrils were n 
changes were elicited with the hormone-free ointment bas« 

Eller and Eller (1949) also found that estrogenic hormone ointments, 
7,500 to 15,000 I.U. per ounce (31 g.), produced consistent proliferative 
effects upon the skin epithelium, the response varying with the age of the 


subject, the concentration of the cestrogen, the duration of the individual 


application and the total duration of the treatment. '] hey found no epithelial 


response in the case of young women, 20 to 30 years of age, who were free 
of any symptoms of endocrine dysfunction and who exhibited a fully 
developed epidermis of normal thickness 


1g post-menopausal subjects 


atrophy with thinning of th 


Definite histological changes were observed in al 
aged 51 to 79, whose control biopsies showed 
epithelium. These changes (a) the cytoplasm tended to increase 
(b) the nuclei increased in size and assumed a rounded, rather ovoid forn 
indicating proliferative activity, (d) the 


senile 
were in volume 
the 
basal cell layer increased in waviness, 
epidermis gradually increased in thickness and the epidermal pegs reappeared 


the capillary blood supply became more prominent, (f) the supporting el 
i, (g) the elastic tissue and collagen 


fibrillar structures became more pronounced, 
The chang 


the underlying corium) were affected only to a minimum degre 
between 3c and sc d 


t 


the epithelium reached a maximum at some time vs 


i 
maximum was obtained more promptly with the larger doses and with the mo 


prolonged periods of contact with the estrogenic mate rial. ‘They were maintained 
long as the application was continued. Omission of treatment caused reversion 
the original atrophic condition 


a latent period of ten to twenty days before the appearanc 


Chere was 
demonstrable effect 


SOMI PERSONAL OBSERVATION 
We recently carried out observations on the use of a lotion containing hor 





1604 THE PRACTITIONER 


mones in approximately 125 subjects. Each fluid ounce (28.4 ml.) of the 
vehicle contained 10,000 I.U. The duration of the experiment was eight 


weeks, and most of the cases were observed for at least six weeks. 


\ definite histological effect (fig. 1) was noted which explains the smoothing of 
the skin, i.e., the anti-wrinkling effect which is noted in so many instances after the 
use of a@strogenic hormones 

(1) The elastic tissue appeared increased in four out of five biopsies 


(a) Biopsy taken from the neck of a 42-year-old female at the start of the 
experiment. (b) Histological changes noted after daily use of a lotion containing 20,00¢ 
1.U. per ounce (31 g.) of vehicle for six weeks. It can be seen that the thickness of the 
epidermis was increased and the collagen fibres appeared definitely plumper 


(2) Whilst not conclusive, there was a tendency to an increase in the thickness of 
the epidermis 

(3) In two out of five cases the collagen fibres were definitely plumper and as- 
sociated with a mild edema 

The results of our experiments parallelled those of Eller and Eller in that we too 
noted that young individuals did not tend to show the effects shown by older 
individuals. 


The following experiment illustrates the effects of the hormone creams 
on the water content of the collagen. 


\ modification of the McClure-Aldrich test was used to demonstrate imbibition 
of tissue fluids by collagen. Normal saline, 0.05 ml., without preservative was in 
jected intradermally into the right cheek of four sub‘ects just below the malar 
prominence. ‘The end point was determined when there was no visible weal above 
the skin and no palpable weal evident. Intradermal injections were performed on 
the four subjects who had daily applied the cream containing aestrogen, 10,000 I. 
per ounce (31 g.); the test was carried out at the start of the experiment and at the 
end of six and eight weeks, respectively 


It will be noted (table 1) that the absorption time for the saline wa 


detinitely increased by the use of the hormone cream 


This can be interpreted to mean that the greater the water content of the 


collagen the less water it will take up and therefore the longer it will take 
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1 


for the weal to disay pear It may be added that in this instance too there 


were histological changes indicative of plumper, somewhat cedematous, 


collagen fibres 


SUMMARY 

(1) It is the consensus of « pinion among expert nced observers that cos 
metic hormone creams with a maximum potency of 10,000 I, per ounce 
(31 g.) of vehicle, if used in the manner recommended by the informed 
manufacturer, are free from systemic effects. It is also established that to 
date there has been no evidence of precancerous or cancerous changes in 
the skin resulting from the use of these hormone cosmetics over a period ot 
several years 

(2) There is definite support for the anti-wrinkling effect produced by the 
use of hormone cosmetics, based upon (a) the thickening of the epidermis 
(b) plumping of the collagen fibres 


s more noticeable in 


(3) The anti-wrinkling action of hormone creams 


the older age-groups 
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THE VALUE OF ANTIHISTAMINES IN THE 
TREATMENT OF URTICARIA 


By R. P. WARIN, M.D., M.R.C.P. 


Dermatologist, United Bristol Hospitals; Clinical Teacher in Dermatology, 
University of Bristol 


In the majority of patients urticarial weals can be reduced or suppressed by 
administration of the antihistamine group of drugs. ‘The underlying cause 
of the wealing is not affected and the place of antihistamine therapy in the 
management of the various forms of urticaria is still debatable. During the 
past five years a separate outpatient clinic has been held twice .a month in 
Bristol for the purpose of studying the clinical application of the anti- 
histamine drugs. The majority of patients treated have had urticaria and it is 
proposed in this article to discuss the value of therapy with these drugs in 
the different types of this condition. 


CHRONIC URTICARIA 

Patients in whom urticaria had been present for at least two months were 
included in this group. In only 2 to 3 per cent. was a drug or food cause 
established. Psychological factors seemed to be commonly encountered but 
so often the psychological stress was insoluble. Perhaps more commonly 
the main factor seemed to be the ‘highly strung’, over-sensitive constitution 
of a patient without any very obvious external cause. Explanation and 
reassurance coupled with help and advice over any general emotional or 
other difficulty were given by myself and our almoner. Some cases cleared 
in a few weeks but in the great majority the rash persisted and the g1 patients 
in this group have been treated with antihistamines, often for long periods 

The various antihistamine drugs available appear to have the same 
essential action on urticarial weals. It is not intended here to go into the 
reason for the use of particular drugs or details of administration which, in 
the g1 patients, was adjusted to give the optimum therapeutic effect. When 
so treated the weals were suppressed in 25 patients, reduced to an amount 
causing little discomfort in 35, reduced slightly but to an amount giving 
sufficient relief for the patient to prefer continuing therapy in 25, whilst in 
six the dose of antihistamines required to produce worth-while effects was 
not tolerated sufficiently well to justify prolonged therapy. In patients in 
whom only very slight effect is obtained a reduction in itching may be 
noticed, whereas a higher dose may also affect the degree of wealing. 

On stopping the drug the weals return in their pre-treatment severity 1 
the tendency to urticaria persists. The main problem in connexion with 


prolonged antihistamine therapy in these cases concerns the length of the 


> 


period of this tendency to urticaria. In the 85 patients who have been treated 
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with pgolonged antihistamine therapy the tendency to urticaria ceased, or 
was present only to a minor extent, after 1 to 3 months in 30 patients; after 
3 to 6 months in 28; after 6 to 12 months in 11; after 12 to 24 months in 
seven, and after two years in three. In six patients the urticarial tendency is 
still present after two years or more of therapy. Thus, in the majority of 
patients the urticarial tendency will die out during prolonged antihistamine 
therapy. ‘he natural course of chronic urticaria, however, is often phasic 
and the essential point is whether the phase of urticaria is shortened or 
lengthened by prolonged therapy. It is of interest therefore to compare the 


group of patients in whom complete suppression was obtained with the 


groups in whom either considerable reduction or slight reduction of the 
weals occurred. In these three groups there is no clear difference in the time 
taken to clear and it seems that, whether the weals are completely suppressed 
or only reduced slightly, the length of the period of the urticarial tendency 
is about the same. ‘This fact, together with clinical experience over the five 
years, suggests that prolonged antihistamine therapy neither shortens nor 
lengthens the course of the tendency to urticaria 

It is not intended to discuss here in detail the dangers of prolonged 
therapy but serious ones are so infrequent that there does not appear to be 
any contraindication to therapy for purely symptomatic relief. 

Unquestionably the majority of patients are much relieved by anti- 
histamine therapy and, if the length of the period of urticaria is not increased, 
there seems no reason why they should not be treated for these prolonged 
periods. 

GIANT URTICARIA 

Fifty-two patients with giant urticaria have been watched for long periods, 
and 40 patients have been quite satisfied that the swellings are reduced in 
size and last a shorter time when on prolonged therapy, and to a lesser 
extent if the drug is given very early in the attack. No control series was 
treated and so this clinical evidence cannot be accepted as complete proot 
that these subcutaneous swellings are affected. In a number of patients with 
both dermal weals and subcutaneous swellings a dose of an antihistamine 
suppressing the dermal weals has not affected the subcutaneous swellings. 

If the attacks are occurring every few days it is better to give the anti- 
histamine regularly, but if they appear only every few weeks it may be 
enough to give the patient a supply of tablets to be taken as early as possible 
in the attack 

ACUTE URTICARIA 

In acute cases the stimulus to urticaria, usually by a drug or food, is some- 
times of such an order that, even in a person relatively sensitive to anti- 
histamines, high doses of the drugs cannot significantly reduce the weals. 
In cases with a less marked stimulus and in the severe cases when settling 
down, however, the usual reduction or suppression of the weals is obtained. 


In these acute attacks when the condition is of relatively short duration, any 
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symptomatic relief by, if necessary, very high doses of an antihistamine, will 
have an obvious place in treatment. There is no evidence that administra- 
tion of antihistamines in an attack will lead to the condition becoming 
chronic, and there is no reason why adrenaline should not be given after 
antihistamines have been taken if the latter fail to reduce the weals. 


PAPULAR URTICARIA 
As demonstrated by the reduction of induced histamine weals, children 
appear to be relatively resistant to the effect of antihistamines. Consequently 
a relatively larger amount than the usual proportional age reduction of the 
dose is necessary to obtain an effect on the weal formation. If a sufficiently 
large dose can be given the weals of papular urticaria can be suppressed or 
reduced, at any rate enough to diminish the itching. Cases are quite often 
referred in which it is said that antihistamines have had no effect. It may 
then be found that the dose used has been very small: for example, a child 
aged three may have been given elixir of diphenhydramine, 60 minims (4 ml.) 
thrice daily, whereas if chlorcyclizine, 25 mg. twice daily, had been used, 
giving roughly five times the antihistamine effect, the weals would have been 
affected. There should be no danger or difficulty in a two-year-old child 
taking chlorcyclizine, 25 mg. twice daily, and a child aged six years taking 
50 mg. twice daily. If attacks are occurring frequently, regular daily therapy 
would probably be advisable but if they are occurring at long intervals it 
may be better to give the drug as early as possible in an attack and continue 
for a few days. As attacks of papular urticaria often stop spontaneously or 
with simple measures including a little sedative it is difhcult to decide 
which cases to treat with antihistamines. It is suggested that antihistamines 
should be used if the condition does not respond to simple measures or has 


been present a long time. 


SUMMARY 

(1) In chronic urticaria prolonged antihistamine therapy does not appear 
either to shorten or to prolong the period that the urticarial tendency is 
present, nor has it any disadvantage or danger. ‘he majority of patients are 
much relieved and there is no reason why they should not be treated 

(2) Giant urticarial swellings are not affected to the same extent as dermal 
urticaria, but in the majority of cases there is reduction in the frequency, 
number and size of swellings 

(2) In acute urticaria even large doses of an antihistamine are sometimes 


not effective, but there is no evidence that there are any disadvantages or 


dangers of treatment which can, if necessary, be supplemented by adrenaline 


and other measures. 
(4) Papular urticarial weals can be reduced by antihistamines. ‘Therapy 


should be reserved for cases in which the weals do not respond to simple 


measures or have been present for a long time. 





SCRATCH TESTS 
IN THE ECZEMAS OF CHILDHOOD 


By JOHN H. S. PETTIT, M.D., M.R.C.P 


Dermatological De partment, Leeds General Infirmar) 


Ar a hospital for the long-term treatment of children with skin diseases it 
was decided to investigate the reactions of 103 unselected children with 
‘eczema’ to skin tests against the commonly incriminated ingested allergens 
lhe children ranged in age from about six months to fifteen vears and were 
suffering from either infantile eczema or atopic eczema (Besnier’s prurigo, 
disseminated neurodermatitis). Usually they were suffering from a severe 
eczema with a history stretching back to the first months of life, and several 


of the older children also had asthma or hay fever 


METHOD 
Ihe clinical evidence of sensitivity was investigated and all cases which reacted 
abnormally to s, fish, milk or cereals were recorded before testing the skin. The 
skin was cleaned with ether and all the tests on the patient were made at the sam« 
time. Five scratch tests were made on the anterior surface of one arm of ea 
patient, consisting of a control fluid, and extracts of egg, milk, fish and cerea 


supplied by a reputable firm. Readings were taken after fifteen and thirty minutes 


| 


\ll the tests and readings were made by the same investigator 


In many of the children at the end of the quarter of an hour there was no 
sign of any change except for a small scratch mark about | of an inch in 
length, but a considerable number of children developed a very small weal, 
a reaction to the scratch. ‘This was always the same for each test and rarely 
showed a surrounding erythema; both these groups were labelled as negative 
reactors. ‘Ihe positive cases fall into two groups: those in which there was 
no reaction to the control and which had a weal and a surrounding erythema 
at the site of one or more of the allergen scratches, and the others in which 
there was a ‘scratch reaction’ to all tests but a weal and erythema at least 
twice as large in diameter at the site of the positive reaction. ‘The size of the 
weal and the diameters of the erythema were at first measured in the 


positively reacting group, but this was later abandoned and cases were, for 


simplicity, just judged as positive or negative. Although the tests were read 


at quarter- and half-hour intervals, on only two occasions in the 103 cases 
was there any significant difference in the two readings: in each there was 
a late appearance of sensitivity to eggs which would have been missed if 


the first reading only had been made. 


RESULTS 
The results are summarized in table 1. ‘Thirty-six infants under the age of 


three years were tested, and nearly half of these were found to give a positive 
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reaction to egg, whilst only two showed sensitivity to milk (both of them 
also being egg sensitive). Of the 17 positive reactors to egg in this age-group, 
10 were known to vomit after eating eggs; in the other seven omission of 





Age in Total Egg Milk 


years cases ve € 


Total 





TABLE 1 Results of scratch tests in 103 children with eczema 


eggs from the diet did not do the slightest good to the child. Among the 67 
other children tested between the ages of three and fifteen, only 10 positives 
to any allergen were obtained. It is particularly striking to note that, although 
almost half of the cases under three years reacted positively to egg, less than 
5 per cent. of the older children showed this reaction; this group, however, 
showed most positives to fish (8 per cent.) which gave invariably negative 
results in the under-threes. So far as could be discovered, none of the older 
children had been treated with any form of therapeutic desensitization to egg 

More important than the positive reactions was the relationship (or lack 
of it) between these tests and the known facts of sensitivity. As most of the 
children had been in the hospital for at least several months, the nursing 
staff was very definite about the children’s reactions to food. Most of those 
who reacted were already known to be unable to eat the indicated food. Nine 
patients who were known to vomit after eggs, or develop edema of the face 
or increased skin irritation after fish, showed no sign of a positive reaction 
after repeated tests, whilst 13 children produced a large weal with a sur- 
rounding flare to substances that they could eat with impunity. ‘These cases 
included those showing a reaction to milk and cereal; in none of them was 


the avoidance of the suspected allergen of any use in improving the clinical 


condition. 
DISCUSSION 
‘The value of skin tests in the investigation of atopic and infantile eczema has 


been a matter of debate for some time. 


Epstein and Pacecek (1951) have pointed out that about 75 per cent. of cases 
which can be described as being of the atopic variety will, under the age of one year, 
give positive skin test reactions to food: Brian Hill (1952) states that cases of atopic 
dermatitis in children or adults are particularly prone to give urticarial reactions, and 
therefore tests must be reviewed carefully in the light of the history. Urbach (1946) 
also emphasized this point, adding: ‘if conclusions are drawn from these tests alone, 
the entire approach must be described as not only worthless, but downright mis- 
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leading’. ‘Tuft (1943), in a defence of the skin test technique, agreed that some 
dermatologists had become discouraged or even sceptical, but attributed the 
scepticism to their inability to combat successfully ‘conditions like atopic dermatitis 
in spite of what they considered were complete tests I'zanck and Dobkevitch 
(1950), however, considered that skin tests often gave misleading results, being 
positive for a substance that is not the cause and negative for a food that is clinically 
the manifest cause of the eruption. ‘They pointed out that the conditions under which 
such tests are carried out are very different from the clinical conditions which 
precipitate the rash, and suggested that the allergens themselves after digestive 
modifications are not comparable with the substances used for testing 

This present investigation does not offer any better evidence of the value 
of these tests to ingested allergens. ‘The majority of the positive reactors were 
well known to have the sensitivities shown; in other cases the positive was 
false and showed no correlation with the condition of the child. False 
negatives were also found, but such misleading findings are less dangerous 
than false positives which may induce physicians or parents to deprive a 
child of an article of diet unnecessarily. A point of great interest in this 
investigation was the virtual disappearance of the positive reaction to eggs 
after the age of three. It is possible that too much emphasis has been laid 
upon this sensitivity in the past, and it is not uncommon to meet young men 
and women who never eat eggs because ‘mother told them they were 
allergic’. It is important for the physician who has to cope with the worried 
mothers of these unfortunate children to point out that the reaction of the 
child to eggs is probably only a transitory phase and that an attempt to 
reintroduce eggs into the diet should be made at about the age of three 

So far as the commonly incriminated ingested allergens are concerned, 
one must agree with Hill (1950)——“‘there is little that a skin test will show in 
a child which is of clinical significance, that cannot more suitably be found 
out by trial and elimination diet’. 

SUMMARY 

(1) A series of 103 cases of infantile and atopic eczema was investigated by 
scratch tests against egg, fish, milk and cereal. Although these tests con- 
firmed the known clinical facts in certain cases, in others they gave mis- 


leading false positive or false negative results. ‘This investigation confirms 


previous reports that the scratch test to ingested allergens is of no use in the 


investigation of the eczemas of childhood. 
(2) It was found that, whilst children under the age of three showed a 


positive reaction to egg, in about fifty per cent. of cases this sensitivity 


disappeared naturally and had no significance after the age of three 
My thanks are due to Dr. G. B. Dowling and the London University Institut 
of Dermatology for permitting me to carry out this investigation 
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THE USE OF CHLORPROMAZINE 
IN GERIATRICS 


By ‘TREVOR H. HOWELL, M.R.C.P.Eb. 
J. A. PINNER HARTH, M.D. 
anD M. DIETRICH, M.D 


From The Geriatric Unit, Queen's Hospital, Croydon 


IN a hospital for the aged and chronic sick there is always a number of 
patients whom it is difficult to treat adequately and who are thereby a source 
of distress to other cases in the wards. Among them bulk large those instances 
of senile psychosis where the sufterer is restless, agitated or violent. Another 
depressing group of patients is made up of those who have advanced in- 
operable new growths and who are usually suffering considerable pain and 
distress. Some of them, whose lesion is in the gastro-intestinal tract, may be 
subject to vomiting which is almost uncontrollable. 


METHOD 

Up to date, no satisfactory mode of therapy has been available in these 
groups of patients, but recently literature on the actions of chlorpromazine 
(‘largactil’) seems to promise a possible new approach to the problems. ‘lo 
assess its usefulness we therefore carried out, at Queen’s Hospital, Croydon, 
a clinical trial of the drug in 50 patients 

The normal dosage was 25 mg. orally three times a day. In some cases 
this appeared to be too much. ‘The patients became drowsy and some, who 
were up and about, appeared to be unsteady on their feet. In these circum- 
stances the dose was reduced to 25 mg. given at 10 a.m. and 4 p.m., except 
in those cases of new growths in which nocturnal pain was a major feature 
Here the last dose was given when the patient was settling down to sleep 

The series was made up of: 20 patients suffering from senile psychosis 
with restlessness, agitation or violence as their main symptom; 10 with 
emotional reactions, depression, weeping and so on; 19 in whom pain was 
the major factor, nine of whom suffered from inoperable new growths. In 
addition, one patient received the drug when vomiting during an infective 
jaundice. 

RESULTS 

The results were, on the whole, very satisfactory: 43 of the patients obtained 


considerable benefit. In 18 of the 20 restless dements, the subjects became 


quieter, less agitated and much easier for the nursing statf to handle; 18 of 


the 1g patients to whom it was given to ease pain admitted relief. Several of 
them expressed the feeling that it put a curtain between them and the pain, 
so that whilst they were aware that the pain existed, they were not upset by 
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it. All these 18 appeared brighter, more cheerful and happier while re- 
ceiving the drug. Of the patients who were emotional, six appeared to im- 
prove and become less depressed, but the improvement Was not so marked 
as in the group in which restlessness had been the presenting symptom. In 
the case in which the drug was given for vomiting from jaundice (and in 
two other patients with new growths in the stomach in whom vomiting was 
the major symptom) the relief was considerable and one patient improved so 
much that she was able to return home in spite of a carcinoma of the 
stomach. 

‘Two case histories illustrate the results which were obtained in the 
inoperable new growths 

W.G.A., aged 61, was investigated in 1952 on account of indigestion. At lapar 
otomy, an inoperable carcinoma of the stomach was found. In 1954 he was admitted 


to Queen’s Hospital on account of vomiting which was uncontrollable at home by 
atropine, morphine or other drugs. A barium swallow revealed three separate filling 


defects in the stomach, which was greatly distorted. Chlorpromazine (‘largacti 


was given thrice daily by mouth, and within a week the patient was much less 


distressed and seldom vomited. He continued to feel better and to vomit only 


occasionally until he died three weeks later 

G.D.B., aged 83, was admitted with an inoperable carcinoma of the rectum. He 
was also confused and aggressive, throwing things about the ward. Chlorpromazin« 
was given thrice daily, and within four days the patient had become quieter, rational 


and cooperative. It was also noted that when morphine became necessary to relieve 


pain, its effect was apparently enhanced and prolonged by the simultaneous ad 


ministration of chlorpromazine. He therefore suffered little distress until his deat! 
three weeks later, although before admission his pain had been difficult to control 

Ihere were seven failures, made up as follows: four of these were of the 
emotional type (two were cases of senile dementia, another suffered from 
disseminated sclerosis and the fourth had emotional changes following 
hemiplegia due to cerebral thrombosis). ‘I'wo of the agitated cases of senile 
dementia were not controlled by the drug and had to be transferred to a 
mental hospital. One patient with girdle pains due to tabes dorsalis obtained 
no benefit 

CONCLUSION 

It would appear from these results that this drug may have a considerable 
use in geriatric practice and that it is worthy of an extended trial, since the 
side-effects appear to be rare and overdosage, which produces drowsiness 
or unsteadiness of the legs, can easily be remedied by ceasing administration, 


We should like to thank the nursing staff of Queen’s Hospital, Croydon, for thei 
cooperation in tl trial 





A NOTABLE CENTENARY 


THE ROYAL HOSPITAL AND HOME FOR INCURABLES, 
PUTNEY 
By VERNA KENDALL, M.R.C.S., L.R.C.P. 
Vedical Officer to the Establishment 


‘THE Royal Hospital and Home for Incurables was founded by the Rev. 
Andrew Reed, D.D., in 1854. Andrew Reed was the fourth son of a watch 
maker to whom he was apprenticed, but soon realizing that this was not his 
bent, Andrew cancelled his indentures and studied for the Church. He was 
ordained at 24 and became pastor of The Wycliffe Congregational Chapel 
in the East End of London. Unendowed financially 
but rich in philanthropic spirit, he founded four 
other great charities:—The Watford and Royal 
British Orphan School; The Royal Infant 
Orphanage, Wanstead; ‘The Reedham Orphanage; 
The Royal Earlswood Institution for Mental 


Defectives. 


THE EARLY DAYS 
Reed planned a ‘house and a hospital for the dis- 
charged incurables of the great hospitals of the land’. 
In issuing an appeal for funds, he emphasized that 
the project was not intended to afford assistance to 


' 
Silhouette of the 


those for whom the laws of the land had made pro- 
founder of the Royal 


vision, ‘such as the worthless, the dissolute and the Hospital and Hom« 
for Incurables, Put 


mere pauper’. It was proposed ‘to administer help as 
ne (Drawr DY a 


it may seem to be needed: to some, partial relief; to natient in the Home 
some, total relief. For those who require it, a final 
home will be found, where every comfort may be enjoyed to mitigate 
affliction, and where the best medical skill and care may be had, with the 
hope of making disease something less than incurable’. 

The home was first established in a house rented at Carshalton, where 
there was accommodation for only four inmates. Shortly afterwards began 
the disbursement of pensions to ‘out’ or ‘extra’ patients. ‘The first dis- 
tribution was of £3 15s. From the outset Reed had stressed the ‘home’ 
atmosphere of his foundation, permitting the inmates to retain their per- 
sonal treasures, such as clocks, pictures, small pieces of furniture and even 


parrots and canaries. The last canary died in 1938 and its owner shortly 


after. 
rHE MOVE TO PUTNEY 
By 1857 there were 43 patients in residence and Putney School House was 


leased pending the acquisition of a suitable permanent home. In 1863, 
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Melrose Hall, West Hill, Putney, with 25 acres of grounds, was bought and 
the hospital was transferred in 1865. The existing house was built in 1796 
in the great park of the country estate of Earl Spencer, and was bought as 
a hunting lodge by the first Duke of Sutherland in 1824. The Board of 
Governors of the Hospital immediately built a new wing and extended the 


capacity to SI patients. By 1576, more additions had been made to house 


Fic. 2 he Royal Hospital and Home for Incurables, Putney 


185 patients. In the spacious entrance hall, the library, and one of the larger 
wards, the Adam style decoration has still been preserved. 

Under the original foundation patients were admitted by election by 
governors’ votes. ‘his was changed in 1951 to the present system, whereby 
application is made with two medical certificates, one being from a con- 
sultant, and a statement of the domestic and financial status of the applicant 
The patient is then visited by a member of the House Committee and, if 
found suitable, the name is put on a waiting list. Under the voting system a 
wider variety of patients was admitted than at present. ‘These included at 
least two old ladies who, admitted with failing hearts over thirty years ago, 
are now flourishing in their ninth decades and happily turning out vast 
quantities of needlework for the annual Sale of Work. As the patients come 
to this hospital for life, the only vacancies that occur are due to deaths. ‘This 
limits the admissions to about 18 in a year. A noticeable feature is the 
longevity of the incurable. A span of ten or more years is added to the ex- 


pected lives in cases of arthritis and disseminated sclerosis. ‘The main 


factor influencing this is the entire absence of the usual cares and stresses 
of everyday life. ‘he patients know that they will be cared for during the 
rest of their lives and, whilst they may emerge for holidays, up to two 
months in a year, they always return thankfully to their secure shelter 
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rHE HOSPITAL TODAY 
‘The Royal Hospital is still a voluntary hospital as it was disclaimed by the 
Minister of Health at the birth of the National Health Service, on the 
ground that it is not a hospital within the meaning of the Act as it has no 


operating theatre. In other respects it is a self-contained unit, providing full 


nursing care, general-practitioner and consultant medical attention, dentistry, 
physiotherapy, radiography, occupational therapy and dispensing. ‘I'he 
criterion for admission is total incapacity to earn a living, and the largest group 
of patients are those with arthritis, closely followed by those with dissemi- 
nated sclerosis and Parkinsonism, with a few myopathies, hemiplegias, spastic 
and cardiac cases. Patients known to be suffering from carcinoma, pulmonary 
tuberculosis, epilepsy and unsoundness of mind, are not admitted, although 
responsibility is accepted for those who develop these diseases after admission 

The title of the hospital ‘Incurable’ is accepted as a challenge to an in- 
cessant fight for restoration of function and full mental and physical 
adaptation to a limited life. The physiotherapy department has been re- 
organized in the past year and to its keen cooperation are owed some 
exciting successes. ‘I'wo patients who had not held a pen for four years now 
write their own letters. One of the younger arthritics who had not been on 
her feet for twenty years is now walking, and this has so encouraged a 
patient with Parkinson’s disease and one with disseminated sclerosis, who 
had not walked for eight and nine years respectively, that they also are now 
getting about. There are also several others who had not walked for three 
to sixteen years, who have been taught to walk in the past year. 

Although the victims of disseminated sclerosis who come to this hospital 
are all in an advanced stage, when remissions do not occur many of them 
appear to achieve an equilibrium, and their downward progress is greatly 
retarded. ‘This is especially noticeable in the late middle-aged group. Here 
again, freedom from worry is a great help, also the constant watch that is 
kept on their activities to prevent undue fatigue. Some symptomatic treat 
ment is usually possible. Spasm and contractures are delayed and even re- 
lieved by mephenesin, and the onset of urinary incontinence is controlled by 
small nightly doses of ephedrine. The euphoria, which ts a feature of the 
disease, seems temporarily to desert them all when incontinence begins, and 
there is always considerable distress, especially among the female patients, 
for some months. ‘Then, happily, they appear to become quite used to the 
idea, reject it, and ignore this unpleasantness for the rest of their lives. ‘The 
skill of the nursing staff in keeping intact the skin of the bedridden and 


incontinent for year after year is truly remarkable. 


4 HAPPY HOSPITAI 
This is a happy hospital where all enjoy their work and rejoice together over 
their small triumphs, refusing to be discouraged by the inevitable set-backs 
in this kind of task. Throughout the century its founder’s ideal has been pre 
served. It is truly a home and the patients something less than incurable. 
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By JOHN HORDER, B.M., M.R.C.P 
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London 


[HE primary objects of this investigation were two in number (1) To study 
the pattern of illnesses which present themselves to an individual general 
practitioner. (2) ‘l’o decide how nearly such a study can represent the over-all 
pattern of illnesses in a community 

During the last five years several reports have been published based on 
surveys of general practice Some are concerned chiefly with the illnesses of 
patients, some with the work of the doctor. ‘The present report makes no 
attempt to study the doctor’s work. McGregor (1950) and Fry (1952) each 
give surveys of an individual practice. Pemberton (1949) and Logan (1953) 
draw their information trom groups ol practices Ihe present study is 
drawn from a single practice. Comparison of the information from these 
different reports is difficult and often impossible, because different ways of 
recording the results are used in each report; different diagnostic labels are 


used, and diseases are grouped together according to different criteria 


rHE PRACTIC! 
lhe practice is widespread in a part of London where all social classes and 
occupations are represented (fig. 4). ‘There were at the time three doctors in 
the practice, but this study is concerned only with the patients seen by one 
of us personally. As he was new to the practice, it is unlikely that any 


selection had occurred in relation to his particular character and interests 


METHOD OF INVESTIGATION 

Iwo thousand cases were studied. ‘The whole series was divided into two 

groups:—(1) One thousand cases seen consecutively in winter months 

(October to March 1951-52). (2) One thousand cases seen consecutively in 
summer months (May to September 1952) 

For the purpose of this investigation, a case is defined as a patient consult 


ing the doctor for the first time for a given condition. ‘This definition is 1m- 


portant because it describes the basic unit of the study; it therefore needs 


explanation. If the patient has a prolonged disease such as chronic heart 
failure, his first consultation only will be recorded for this condition. If the 
same patient attends, incidentally, for a cold, this consultation will be re- 
corded. If the same patient attends, incidentally, for two separate colds, 
between which there is an interval, both colds will be recorded. If at the 
first consultation two distinct diagnoses are made, both are recorded. ‘This 
method, by which records are kept only of the first consultation for a given 


condition, can be contrasted with the alternative method of recording all 
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consultations for a given condition. In our opinion this second method fails 
to give a true index of morbidity, i.e., of the relative frequency with which 
diseases actually occur. Rather does it give an index of the relative frequency 
with which doctors are consulted for given conditions. An actual example, 
derived from the General Register Office Survey (Logan, 1953), which uses 
the second method, will make the difference clear. In that survey (covering 
eight practices) there were 297 consultations for cancer of the rectum, and 
246 consultations for German measles. But there were only 11 patients with 
the first disease and 248 with the second. By themselves, the first figures 
are obviously a false index of morbidity (this particular survey records also 
the number of patients consulting, and thereby supplies the corrective. ) 

Wherever possible a pathological diagnosis was made, e.g. carcinoma of 
bronchus, gastric ulcer. This was done in 81 per cent. of the cases, but in 
14 per cent. of the cases it was only possible to make a symptomatic diag 
nosis: e.g. lumbago, and in 5 per cent. no diagnosis could be made and these 
cases were recorded as ‘uncertain’. ‘The diagnoses were recorded as accurately 
as they could be from all the knowledge available about the case when it was 
completed, and not merely with the knowledge available at the first consulta 
tion. 

The sex and age of the patients were recorded. Unfortunately it was only 
possible to record the ages of the second half of the winter series, and the 
last three-quarters of the summer series. Since, however, these both pro- 
vided ample samples, involved no selection, and gave very similar results, 
it was felt that the study was valid. The sex of all the patients was recorded. 
The social class of 250 patients only was recorded. ‘The classification was 
made according to the Registrar General’s five groups which are based on 


occupation. 


DISEASES ENCOUNTERED 
The detailed classification of medical diagnoses is given in the appendix 
(pp. 186-187); 370 were recorded for the 2000 cases. 
The twenty most frequent diagnoses of each series are listed on p. 179 
The most notable feature of this list is that it consists almost entirely of 
diseases which are poorly understood and difficult to treat effectively. It is 
also noticeable that the majority of these diseases are not ‘serious . ‘Those 
that are serious come into this category because they cause chronic dis- 
ability and not because they cause danger to life (e.g. bronchitis, hysteria, 
osteoarthritis). In this way it gives a false impression of general practice 
which is not borne out by the complete list, which contains many diseases 
which do carry a risk to life, and many which are comparatively well 


understood, and can be efficiently treated. 


In comparing the figures for winter and summer, the outstanding differ- 


ences are worthy of comment. (In this context only those diagnoses which 
occur more than 20 times in the double series are considered to show 
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WINTER SUMMER 
Bronchitis ; Uncertain 
Common cold Common cold 
Uncertain sronchitis 
Influenza Anxiety 
Cough (transient) 3 ‘Tonsillitis 
Otitis media Fibrositis 
Tonsillitis 2 Osteoarthritis 
Anxiety " Pregnancy 
Fibrositis ‘Pharyngitis’ 
German measles* Measles* 
Sinusitis Low back pain cause 
(sastroenteritis (;astroenteritis 
Pharyngitis 3 Eczema 
Hysteria 2 Wax in ear 
Low back pain—? cause Influenza 
Peptic ulcet I Hysteria 
Pregnancy , Dyspepsia 
Depression Otitis media 
Dyspepsia—? cause Peptic ulcer 
Dental abscess S Migraine 


*Epidemics during the period reviewed 


significant variation.) As might be expected, bronchitis, influenza and the 
common cold were diagnosed much more often in winter than in summer. At 
first sight it was surprising to find that bronchitis was diagnosed just as often 
as the common cold. ‘The explanation, of course, is that most common colds 
are not presented to the doctor, as will be discussed later. ‘The frequent 
occurrence of bronchitis in London, however, is clear. A similar high in 
cidence was reported from Sheffield by Pemberton (1949): ‘Bronchitis—the 
commonest complaint for which help was sought from a general practitioner’. 

‘Transient undiagnosable cough was recorded 35 times in winter, and 10 
times in summer. Otitis media and sinusitis were diagnosed twice as often 
in winter as in summer, but tonsillitis occurred with equal frequency. ‘The 
diagnostic label ‘uncertain’ appears 50 times in winter, 58 times in summer. 
The consistency of this failure is a source of pride to the writers. Pregnancy 
and osteoarthritis were diagnosed much more often in summer than in 
winter, and for this no explanation can be offered. ‘lo make comparisons 
for other diagnoses would be full of interest, but to do it convincingly, a 
series of 20,000 cases would be necessary in order that the figures for rarer 


diseases might become significant. 


CLASSIFICATION OF DIAGNOSI 


The diagnoses were classified into groups (p. 180) which accord with the 


present division of medicine into specialties. ‘The two columns represent 


figures for the winter and summer series. 

The dominance of diseases of the upper respiratory tract in the general 
practitioner's work is demonstrated by the high rates for infectious fevers 
(including the common cold), otorhinolaryngology and diseases of the chest. 
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WINTER SUMMER 


Cardiology 

Diseases of chest 
Endocrinology 
Otorhinolaryngology 
Fractures and injuries 
Gastroenterology 
Genito-urinary surgery 
Gynecology 
Hematology 

Infectious fevers (including the common cold 
Neurology 

Obstetric surgery 
Ophthalmology 
Oral-dental diseases 
Orthopedics 
Pediatrics 

Plastic surgery 
Psychiatry 

Rectal surgery 
Rheumatology 
Dermatology 

General surgery 
Venereology 

Uncertain 

No abnormality demonstrated 


The high rates for dermatology, psychiatry, rheumatology and _ gastro- 


enterology are not unexpected. 


Pemberton (1949) gives a similar list, except for dermatology. Sir James 


Mackenzie (1919) found a high incidence of digestive, circulatory, rheumatic ar 
skin diseases but, significantly, does not mention psychiatry. Fry (1952) lists respira 
tory and upper respiratory tract infections, digestive and cardiovascular disorders 
skin and neurotic ailments. The Social Survey (Stocks, 1949) gives the same list as 


Fry with the addition of rheumatic diseases 


! 


The low rate for obstetric surgery is due to our failure to practise this 
specialty. ‘The rate for paediatrics is of no significance because many cases 
which might equally well have been classified as pediatric would appear 
under E.N.T. or chest, or some other specialty. 

In the comparison between winter and summer there is almost complete 
consistency, except that, as one might expect, diseases of the chest occur 
twice as often, and infectious fevers (including the common cold) occur 
one-third more often, in winter. By contrast, it is surprising that E.N.'1 
cases, as a whole, show no significant difference by season. On the other 
hand, rheumatic and skin diseases appear to occur more often in summer 
No explanation can be offered and no confirmation can be found in Logan's 


comparable figures. The difference is chiefly due to osteoarthritis and low 


back pain—-? cause. 

Thus, both the detailed and the grouped classifications demonstrate that 
the main mass of disease seen by the general practitioner alters little be- 
tween winter and summer and that the only marked winter increase is due to 
epidemics, including the common cold, and to diseases of the chest and ear, 
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cl INCIDENCI 

More women’s tllnesses 

were seen than men’s 

in a ratio of 3:2. This 

must be compared with 

the ratio of women to 

men in the population 

at risk which ts 5§:4 

MeGregor (1950) gives 

y; a ratio of 2:2 for the 
number of illnesses 
Ihe distribution by age 
o-vyeal 


groups and the results 





are shown in fig. 1. ‘The 
superimposed graph 


shows, for comparison 
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| is studied in 1 
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the relative proportions 
m of patients (shaded of the different age- 
ge distribution of the population « groups alive in the 
ales (thick lines) 

population of England 
and Wales. It is clear 
that this graph is deter 
mined not only by the 
morbidity of each age 
group but also by the 
number at risk in each 
group. If the graph is 
corrected to eliminate 
the second factor, it 
gives a true picture ot 
morbidity of cach age 
group (fig. 2). The 
main feature of this 
graph illustrates the 
well-known fact that the 
incidence of illness ts 


highest in childhood 




















and oldage, but italso 





Moshidity 1 tistribe shows two other main 
) y yy age ais rut! 

features: first, that by 

far the healthiest age-group is from 10-19; this agrees with Fry’s experience 


(1952). Secondly, it shows an unexpected difference in disease incidence for 
}° 
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Fic. 3 re distribution according to sex; ratio M 


the 50-59 and 60-69 age-groups. This is a significant difference from the ex- 
pected line of the graph and is not to be accounted for by chance factors 
such as the age structure of the popu- 
lation at risk. It is caused chiefly by the 
increased morbidity in the 50-59 group 
and, as will be shown, this is entirely 
due to the females 

Separate graphs were made to show 
the age distribution for males and 
females. In these graphs much the 
most notable features are the differ- 
ences between males and females for 
the age-groups 20-29, and 50-59 (fig. 
3). It proved instructive to account for 
the main features of these graphs by 
finding out in which specialties the in- 


creases and decreases were occurring 





In fig. 2, the sudden increase of mor 
bidity in the 20-29 age-group can be 
shown (by comparison with fig. 3) to be 











due entirely to the females. ‘The in- 
crease occurs in the following special- 


ties :—obstetrics, gynecology, psychi- 


atry, neurology, gastroenterology, and 


rheumatology. On the number of cases [F'!G- 4.—Grouping of patients (shaded 


area) by social class, compared with 


available, the increased morbidity of national sample (thick lines) 
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the 50-59 female group, compared with the groups on either side, cannot 
be attributed to any one specialty more than another. In fig. 3, the marked 
difference between men and women in the 20-29 group is to be attributed 
to the same specialties as have been listed in the last paragraph. Because 
of inadequate numbers the difference between men and women in the 50-59 


group cannot be certainly attributed to any particular specialty. 


The patients were classified by social class (fig. 4). ‘The graph compares 


the social grouping of this practice with a sample taken from the whole 
population of England and Wales. ‘The general appearance of the two 
graphs is the same, but our practice has a bias in favour of class I and away 
from class V. 

BY-PASSING THE G.P. 
In order to determine how accurately such a study represents the over-all 
pattern of illness in a community, it was decided to obtain further informa 
tion concerning the nature and extent of illness which (a) by-passed the 
family doctor and reached some other medical agency without his knowledge 
(b) never reached any medical agency at all 

lhree hundred persons on the practice list were questioned. ‘They were 
found by visiting 98 families. ‘The first 78 families were drawn in alphabetical! 
sequence beginning with A. In this way, there was no selection of families or 
individuals who were frequent attenders; indeed, many had never attended 
The remaining 20 families were being visited in relation to an entirely 
separate investigation and were included for convenience. ‘This series was 
visited in 1953-54, and was unrelated to the earlier series of 2000 cases. ‘The 
visits were made, half in January, and half in May-June. ‘The families were 
questioned and their case-notes checked concerning: (1) Attendance by the 
general practitioner during the previous three months. (2) Attendance at 
any hospital, clinic, or doctor to which or whom access might be obtained 
direct without the general practitioner’s intervention. (3) Occurrence of 
minor ailments, injuries, or anxieties during the same period, which did not 
reach any medical agency. ‘The basic unit was retained, i.e., a patient con 
sulting the doctor for the first time, or suffering for the first time, because 
of a given condition. ‘The period of three months was chosen as the maxi- 
mum period over which the patient’s memory could be trusted. Even so, 
it is likely (Stocks, 1949) that memory for events of the middle of the three 
months is 15 per cent. less accurate than for the month nearest to the day of 
questioning and proportionately less accurate for the earliest month. 

The inquiry into the amount of illness that by-passes the doctor and 
reaches some other medical agency without his knowledge, showed that 
during three months there were 190 first consultations with the doctor, com- 
pared with 17 first consultations with other agencies. ‘This represents a leak 
of 8.2 per cent. ‘The inquiry into the amount of illness which never reaches 
any medical agency at all revealed that whereas there were 190 first consulta- 
tions with the doctor, there were 514 items of illness during the same period 
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which were not brought to any agency. Thus, if a purely quantitative com- 
parison is made, under one-third of the units of illness ever reach any 
medical agency. ‘This result may seem a little difficult to believe. It needs to 
be qualified by the obvious fact that most of the items not presented to the 
doctor are trivial; they are not serious to the patient or to the community. 
In winter one-half, and in early summer a quarter, of these items are attribut- 
able to the common cold. Of the remainder the most frequent are: 

Rheumatic pains, all sites 

Headache 

Minor injuries 

Emotional problems 

Dyspepsia 

Cough 


DISCUSSION 
Information about illness in the community can be obtained from five 
sources—death certificates, National Health Insurance certificates, the 
Social Survey, the notifications of 
infectious diseases, and certain hos- 
pital morbidity statistics. It is clear 
that each of these sources offers 
only partial information. Can a sur- 
vey of illness in general practice 


provide a more complete source? 








““here are many reasons for con- 
cluding that we have here only an- 
other partial source of information 
It is obvious at once that a survey of 
a single doctor’s practice is invalid 
because a single practice has a pat 
ticularity. Its nature is determined 


by the doctor’s sex, character and 


5.—Diagram showing relative propor 
interests, and its locality (deter- tions of illness i) seen by the general 
practitioner; (b) seen in hospital; (c) n 


seen by any of the medical services 


mining the occupations and social 
status of the patients, and the en- 
demicity of certain diseases). Information must be drawn from several 
practices on a standard system (compare Logan, 1953). But even if informa- 
tion from several practices is pooled, the method has limitations. ‘There is, 
first, the leakage to hospitals and other agencies which by-passes the general 


practitioner and amounts to 8.2 per cent. of the illnesses which pass through 


the hands of the medical services. Far more important, however, is the great 
mass of minor illness which occurs but is dealt with somehow by the patient 
himself. Both this study and that of the Medicai Research Council in 
North-West London agree in the finding that this mass is large 
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On the basis of the present study (including the figures for reference to 
hospital as outpatients and inpatients not hitherto mentioned) the pattern 


of illnesses in this community can be related to the medical services, as 
shown in fig. 5 

This diagram is quantitative and represents units of illness as defined 
throughout this article. As such, it receives excellent confirmation from the 
Social Survey (Stocks, 1949) which found that only 23 per cent. of all 
people recording an illness or injury during a month had consulted a doctor 
during that month. It would, however, be unfair not to point out once again 
that of the mass of illness not seen by the medical services, about one-third 
can be attributed to the common cold. A survey which pays no attention to 
the seriousness of an illness is again of limited value, but to estimate the 
seriousness of an illness raises many more controversial issues than to give 
ita name 

It can therefore be concluded that in the survey of general practice, there 
is a method of value for the study of morbidity, but of value only if its 
limitations are made clear. 

SUMMARY 

A survey has been made of 2000 cases seen consecutively in an urban general 
practice. 

Studies were made to demonstrate 

(1) The detailed classification of medical diagnoses 

(2) A classification of these diagnoses into groups which accord with the 
present division of medicine into specialties. 

(3) The relative frequency of certain diagnoses made in winter and 
summer. 

(4) The classification of the cases by age and sex 

(5) The classification of the cases by social class, using the Registrar 
General's five occupational categories 

The question is discussed as to whether such a survey as this can form 
the basis for a general survey of morbidity in the community. The merits 
and limitations of the method for this purpose are defined. 


We are grateful, for helpful criticism and advice, to Mr. A. A. Cushion, of the 
General Register Office; Miss M. Creasy, Bedford College, London; Dr. D. H 
Geffen, Medical Officer of Health of St. Pancras and Hampstead; Dr. W. P. D 
Logan, Chief Medical Statistician, the General Register Office; Dr. Nicholas 
Malleson; and Dr. J. N. Morris, of the Social Medicine Research Unit. Our 
secretary, Mrs. E. Fredericks, has given invaluable help 
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Acne rosacea 

Acne vulgaris 

Adenitis, cervical 
inguinal 

Adenoiditis 

Adenoma of thyroid 

Adhesions 

Adie’s syndrome 

Agoraphobia 

Alopecia, areata 
seborrharic 

Anemia, ? type 
aplastic 
iron-deficiency 
pernicious 

Aneurysm of temporal artery 

Angina pectoris 

Anxiety 

Aortitis 

Appendicitis 

Arachnoiditis 

Arthritis, ? type 
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osteo- 

Arthrodesis 
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Asthma 
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APPENDIX 


WINTER SUMMER 
; Deafness 
° Debility 
6 Defect, 
Deficiency 
Dementia 
alcoholic 


cause 


interventricular 
mental 


senile 


Depression 
Dermatitis cause 
chemical 
medicamentosa 
seborrhea 
solar 
Detachment 
Diabetes mellitus 
Disc lesion 
lumbar 
thoracic 
Disseminated scler 
Dysentery 
Dysmenorrhcea 
Dyspepsia, uncerts 
nervous 


retina 


cervics 


alcoholic 
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Hemorrhage 
Hazmorrhoids 
Hallux valgus 
rigidus 
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WINTER SUMMER WINTER SUMMER 
Hay fever ° 3 Pharyngitis 1 
Headache, ? cause ; 4 Pityriasis rosea 
Heartblock I " Pleurisy 
Hemuplegia > Pneumonia, lobar 
Hepatitis broncho- 
Hernia, inguinal atypical 
umbilical Polyp, nasal 
ventral Pregnancy 
Herpes simplex > Prematurity 
Herpes zoster Proctalgia fugax 
Horner's syndrome ° Prolapse 
Hydrocele Prostatic hypertrophy 
Hydrocephalus Prurigo, Besnier's 
Hyperkeratosis Pruritus, all sites 
Hypertension Psoriasis 
Hypoglycemia > Psychopathic personality 
Hypomenorrhcra P.U.O 
Hysteria 2 2 Purpura, anaphylactoid 
yeltis 
Influenza yeas 
lleostom y 
Impetigo 
Incontinence, senile 
Infertility 
Insommia 
Intercourse problem 
Iritis 


Restless legs’ 
Retention 
Rheumatic valvular disease 
Rhinitis, allergic 
Roundworm 
Rumination 
Rupture of muscle 
Jaundice, acholuri Salpingitis 
tuberculous 
Keratitis, interstitial . Sarcoma 
Scabies 
Labyrinthitis Scarlet fever 
eration, palate > Schizophrenia 
tonguc¢ Sciatica 
aryngeal palsy Scoliosis 
aryngitis Septic finger 
tuberculous spot 
ead poisoning Sinus, pilonidal 
umbago, ? cause 2 Sinusitis, acute 
upus vulgaris c Sore lip 
utembacher's syndrome Spondylolisthesis 
ymphangitis Sprain 
Steatorrhcara 
Marital problem Stomatitis, angular 
Mastitis, acute general 
chronic interstitial Strabismus 
Mastoid operatior 
Measles Sui 
(serman Sweat rash 
Medial ligament rair ' 2 S aie 
Mediastina! tumour Synovitis 
Melena 
Méniére's syndr Tachycardia, ner 
Menopause ; paroxysma 
Menorrhagia ? « } Tenia solium 
Metatarsalgia Teething 
Migraine ‘ Tendinitis, supraspinatus 
Mongolism Tennis elbow 
Mumps Thoracic inlet syndrome 
Murmur, int lhreadworms 
Muscular strait lhrombophlebitis 
Myx edema Thrombosis brachial c 
coronary 
No abnorma it . . femora vein 
Napkin rash . [hyrotoxicosis 
Neuralgia, triger Tinea corporis and pedis 
Neurodermatitis 
Neurofibroma, stoma 
Neurosis, obsession 


cardiac racheitis 
berculophobia 
Obesity ibercul phobia 
uberculosis, primary 
Obstruction, intestina _ a. 
(Edema, ? cause I a if . 
ypho ‘ 
Onychogryposis ae Suen 
Optic atrophy Ulcer of leg 
Ontis externa Ulcers of mouth 
media Uncertain 
Urticaria 
papular 


monary 


Papilloma of lip 
Paralysis, facial 
Paranoia Vaginitis, trichomonad 
Paraplegia Varicose veins 
Parkinsonism Vertigo,’ cause 
Paronychia Vomiting, cyclica 
Peptic ulcer 2 
Perforated ulcer Wart 
Perthes’ disease 
Pes cavus ° 
valgus .. ‘ Xerostomia 


Wax in ear 
Whooping-cough 





MORBIDITY STATISTICS FROM 
GENERAL PRACTICE 


By W. P. D. LOGAN, M.D., Px.D 
General Register Office 


DvrRING the past three years a small group of general practitioners has col- 
laborated with the General Register Office in a pilot study of the use of 
clinical records as a source of morbidity statistics. Records from eight of 
those practices have been analysed for the period April 1951 to March 1952 


and a report upon the methods used and the results that emerged has been 


Recc yrds’, 


General Register Office 


published (Logan, W. P. D. (1953): ‘General Practitioners’ 
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list, and the 
who consulted 


Average number 
patient on 


Fic. 1. 
months per 
percentage of 
the doctor at least once during the twelve months 


each practice 


patients on each list 


of which three were in 
or near London (Ful- 


ham, Hornchurch, 


Walthamstow), one was 
in Liverpool (a partnership of two practitioners), and one was in Norwich 
‘lwo other practices were in rural villages, Yalding (Kent), and Burley 
(Hampshire), and the eighth was in Polegate (Sussex), in the vicinity of 
Eastbourne. ‘The practices ranged in size from 2000 to 7000 National Health 
Service patients, totalling 27,400 in all. 

CONSULTATIONS 
Altogether 105,000 consultations were given, either at the surgery, at home, 
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or occasionally elsewhere, during the twelve months—an average of 3.5 
consultations per patient (3.4 for males and 4.2 for females) and 19,000 
patients, or two-thirds of the total, saw their doctor at least once during the 
course of the year. Figure 1 shows, however, that there were large variations 
in the consultation rates between the eight practices, the number of consulta- 


REFERRALS 
(Per hundred population) 


Poiegote 
Miused 


} | 
at * i kw Lo J 


Fic. 2 Average number of referrals (e.g., to hospitals 
clinics) per hundred patients on each list 


tions per patient ranging from 4.7 in the Liverpool practice to 2.9 in Burley. 
Furthermore, the proportion of patients seen at some time during the year 
ranged from 8o per cent. in Polegate to 58 per cent. in Burley. Although the 
highest consultation rate was recorded in what can be regarded as the most 
‘urban’ practice and the lowest in the most ‘rural’ practice, the rates re- 
corded in the six other practices apparently bore no relation to their urban 
or rural situation. It is quite probable that on average the number of con- 
sultations per patient will tend to be higher in urban than in rural practices, 
but this has not been borne out in the present small survey, although it 
might emerge in a more extensive one: however there are many other factors 
than simply whether a practice is located in town or country that will 


influence the amount of medical attention given. 


REFERRALS 
Practitioners were asked to record as referrals the sending of patients to 
hospitals or clinics, domiciliary consultations and the sending of specimens 
to a laboratory. In total, over 4,300 referrals were recorded, an average of 
15.8 per 100 patients on the combined lists or 4.1 per 100 consultations 
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given. There were some startling differences between the referral rates in 
the eight practices (fig. 2), which ranged from 32.1 per 100 patients in Pole- 
gate to 6.4 in the Walthamstow practice. The very rural practice at Burley 
also gave a low rate, but the five others were all fairly close to the general 


CERTIFICATES 
(Number issued per hundred population) 


Wolthomstow Yolding Burley Hornchurch 
Liverpool Urban Fuilmam Rural Polegate Rurol Nor eich Urben 
Ur den Urbdon Mined Urban 


= Males 


Females 


FAG aGe 


Fic. 3.—Average number of certificates issued per hundred 








patients on each list. 





Males Females | 
Number issued . : , ne 12,244 10,403 
Per 100 population : . : 101 68 
Per 100 consultations ; ie ; 30 16 
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National Insurance—First 3,595 (15.9) 
Inter. i 6,952 (20.5) 
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- m Others 1,144 (5.1) 
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Notification of infectious disease 489 
Other medical 1,337 


Non-medical 75 
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TABLE 1.—Analysis of certificates issued. 
average. It can hardly be supposed that those differences were due to 
variations in the facilities available; almost certainly they arose from differ- 
ences in the inclination of individual practitioners to use those facilities. 
CERTIFICATES 
A total of 22,600 certificates was issued in the eight practices, an average of 
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Fic. 4.—The five diseases giving rise to most consult 
ations in the eight practices combined. Ages under 
15. (The number in each column indicates the actual 
number of consultations involved.) 
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Fic. 5.—The five diseases giving rise to most consultations 
in the eight practices combined. Ages 15-44. 
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one certificate to every four or five consultations. About 15,000, or two- 
thirds of the total, were National Insurance certificates, and a further 4000 
were private certificates of fitness and unfitness for work. Details are given 
in table 1. Just over 1,400 certificates were classed as for ‘other medical’ 


(1,337) or for ‘non-medical’ (75) purposes, the former being certificates 


issued by the practitioner in his professional capacity whereas the latter were 
certificates that might alternatively have been given by various other persons 
in responsible positions. ‘The wide variety of purposes for which certificates 
under these two heads were issued is shown in table 2. Again there were 
striking differences between the number of certificates issued in the in- 
dividual practices (fig. 3), ranging, for male patients, from 158 per 100 
patients in the Liverpool practice to 41 in Burley: i.e. one certificate for 
every three consultations in Liverpool, one in six in Burley. On average the 
number of certificates issued to female patients in proportion to consulta 
tions given was about half that for male patients 





Other medical’ certificates include 
Ambulance Insurance 
Car driving Jury service 
Club Maternity benefit 
Coal Mental disease 
Compassionate leave Overtime 
Corsets Pension 
Death Postal vote 
Dental gas Rebate railway ticket 


Emigration 
Employment 


Gas and air 


Freedom from infection 


Rehousing application 
School 

Trade union 

Travel 


Home help Vaccination 
include 
Old age pension 
Passport 
Tobacco 
Witnessing signature 


Non-medical’ certificates 
Adoption 
Character 
Existence 
Family allowance 











Analysis of ‘other medical’ and ‘non-medical’ certificates 


PRINCIPAL 


Figure 4 shows the number of consultations given to children under 15 for 


DIAGNOSES 


the five diagnoses most frequently recorded. The pattern was practically the 
same for girls as for boys, the only difference being a rather greater pre- 
valence of bronchitis in boys than in girls. Altogether, 24,000 consultations 
were given to children, an average of 3.5 consultations per boy and 3.6 con- 
sultations per girl on the combined list. Approximately one consultation in 
every eight that these children had was in connexion with the common cold. 

Consultations to young adults, aged 15 to 44, totalled 40,000, of which 
14,000 were for men (2.7 consultations each) and 26,000 for women (3.9 


consultations each). Bronchitis and the common cold (fig. 5) were the lead- 





MORBIDITY STATISTICS 


DISEASES CAUSING MOST CONSULTATIONS 





Adults 45-64 


MALES 


BRONCHITIS 





PEPTIC ULCER 
RHEUMATISM 
INFLUENZA 


7 
[-] [=] 


FEMALES 


























BRONCHIT! 
{ T 
MEUMATION PSYCHONEURCSIS 





HYPERTENSION 


| = 
- i 


1G. 6 Ihe five diseases giving rise to mos 
in the eight practices combined. Age 


1086! 














DISEASES CAUSING MOST CONSULTATIONS 





Elderly (65 and over) 
MA ES 
BRONCHITIS 


a 


DEGENERATION 


CORONARY 
DISEASE 





r 

| 

} 

I 

} MYOCARDIAL 
} 

| 

} 

i 

} 


| ees 


BRONCHITIS 











FEMALES 
PSYCHONEUROSIS 
Besssesssci HYPERTENSION 
| Bee 
j 


} 
cen 


eanananne 


| ma 
a 
ct Ws 











ecnciannnenedl 

ku , Ihe five diseases giving ris« 
ations in the eight practices combined 
and over 





194 THE PRACTITIONER 


ing causes for both sexes, in that order for men but with the order reversed 
for women. Influenza, boils, and gastritis came next for men, whereas 
psychoneuroses, complications of childbearing, and rheumatism were the 
next leading causes for women. The term ‘complications of childbearing’ 
means what it says, i.e. complications, and does not include confinements 
or routine antenatal and postnatal attendances. ‘Rheumatism’ includes 
mainly conditions described as such and also a variety of forms of arthritis, 
fibrositis, and myalgia. 

In the next age-group, 45 to 64, a total of 26,000 consultations was 
recorded, of which 10,000 were for men (4.0 each) and 16,000 for women (4.7 
each). Consultations for the common cold moved down to lowest place among 
the first five, whereas bronchitis, occupying first place by a wide margin for 
men, and by a much narrower margin for women, was responsible for some 
10 per cent. of the total consultations given (fig. 6). Peptic ulcer was the 
second most frequent recorded diagnosis for men, followed by rheumatism 
and influenza. Rheumatism came second for women, with psychoneuroses 
and hypertension occupying the next two places. 

Figure 7 illustrates the principal conditions recorded for patients aged 65 
and over, whose total consultations numbered 5000 for men (4.6 each) and 
gooo for women (5.8 each). Once again bronchitis was the principal cause 
in both sexes, with a commanding lead over myocardial and coronary disease 
among men but with a much smaller lead over psychoneuroses and hyper- 
tension among women. 


CONCLUSION 
Although this analysis of the records of eight general practices is probably 
the largest study of this kind yet undertaken it was fully realized from the 
outset that this very small sample of practices could not yield representative 
statistics. Whilst the results that have so far emerged are by no means 
devoid of statistical information, the main value of the inquiry has been to 


show the practicability of carrying out a more extensive investigation. It is 


therefore encouraging to note that the College of General Practitioners, in 
collaboration with the General Register Office, is proposing to undertake 
a much more widespread inquiry during the course of 1955, in which, it is 
envisaged, about 100 general practices will take part. 

I am much indebted to the medical practitioners who participated in the inquiry, 


and to Mr. A. A. Cushion of the General Register Office who prepared the tables 
and diagrams. 
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LXXX.—HYDRALLAZINE IN THE CONTROL OF SEVERE 
HYPERTENSION 


By HENRY A. SCHROEDER, M.D., F.A.C.P. 


From the Hypertension Division, Department of Internal Medicine, 
Washington University School of Medicine, and Barnes Hospital, 
Saint Louis, Missouri 


‘THERE are enough petent antihypertensive agents now available to control 
effectively the elevated blood pressure of severe arterial hypertension for 
long and possibly indefinite periods while the drugs are continuously taken 
Life can be prolonged and the patient returned to a state of health consistent 
with previous serious vascular damage when these agents are properly em- 
ployed. Whilst the aim of treatment of hypertension is sustained normo- 
tension, the wisdom of lowering raised blood pressure may be open to 
question in certain cases, particularly in patients with severe renal in- 
sufficiency or obstructive atherosclerosis of arteries supplying vital organs 
(coronary, cerebral), for sudden alterations of hemodynamics may pre- 
cipitate uremia or arterial thrombosis (Schroeder, 1953). 

In our experience, no single available drug will produce sustained lowering 


of blood pressure in severe hypertension; it has been found necessary to 


administer an agent which acts upon the autonomic nervous system, together 
with an agent which acts upon unknown but presumably peripheral mechan- 
isms mediated through nephrogenic factors or directly upon vascular 
smooth muscle of arteries. Unfortunately at present, whilst there are many 
drugs which affect the ‘neurogenic factor’ in hypertension, there is only one 
available for general use which acts peripherally. This discussion is con- 
cerned with that agent, hydrallazine (1-hydrazinophthalazine; ‘apresoline’, 


Ciba), and its derivatives. 


CHEMICAL REACTIONS OF THE SUBSTITUTED HYDRAZINES 
The substituted hydrazines, 1-hydrazinophthalazine (‘apresoline’), 1-4 
dihydrazinophthalazine (‘nepresol’) and 1-hydrazino-4-methyl phthalazine 
(Ba-6130) contain the highly reactive hydrazine group, - NHNH,, which has 
long been known as a reagent for carbonyl groups and for binding certain 
metals. Hydrazine itself is produced in quantities as a constituent for rocket 
fuels. 

In our laboratories, a number of simple substances were tested for reactivity with 
these substituted hydrazines (Perry and Schroeder, 1954). Among the metals, V° * 
Fe* +, Cu** and Sn** were bound completely and V**, Mn?*, Ni**, Ag** and 
Hg?** partially. No binding occurred with the alkali metals, alkaline earths, chrom- 


ium, aluminium, cadmium, zinc or lead. Chemical combination occurred with 
acetaldehyde and pyruvic acid but not with glucose or lactic, «-keto-glutaric and 
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propionic acids, calciferol, dehydrocorticosterone acetate, cholesterol, estrone or 
digitoxin. Furthermore, no chemical combination was demonstrated for a number of 
vasoactive, naturally occurring primary amines including the carbonyl compound, 
arterenone, or for several representative amino-acids. Hydrallazine was loosely 
bound by the sulfhydryl compounds: cysteine, glutathione, 8-mercapto-propionic 


> 


and -pyruvic acids, thioglycolic and thiomalic acids, ethyl mercaptan and 2,3- 
dimercaptopropanol (BAL) 

Meier et al. (1954) have recently demonstrated the abolition of the pharmaco 
logical activity of two of these hydrazines when incubated with plasma, serum, 
serum heated at 56° C. for one hour, egg albumen, peptone and arterial mash; in 
cubation with casein, casein hydrolysate and amino-acid solutions caused little or no 
effect. Enzymes known to be inhibited in vitro are histaminase and DOPA decarboxy- 
lase, but not amine oxidase 


PHARMACOLOGY 

The intravenous injection into animals of the substituted hydrazines causes 
a depression of the blood pressure which is peculiar in that it develops 
slowly, is long-lasting and cannot be further increased by large subsequent 
doses (Gross et al., 1950). It is almost unique in that it is associated with 
renal vascular dilatation. Coronary and femoral arterial dilatation is marked 
in the isolated perfused heart and leg. The constrictor effect of barium 
chloride and pitressin is antagonized markedly and that of histamine 
partially. Antidiuresis can be demonstrated. Sympatholytic effects can be 
shown only with very large doses. In our experience, the vasopressor 
activities of noradrenaline, tyramine, isoamylamine, and _hypertensin 
(angiotonin) were reduced in the rat. Smaller doses inhibited the action of 
phenethylamine and arterenone, whilst the pressor activities of tryptamine 
and serotonin were enhanced, and that of pherentasin, a prolonged pressor 
substance obtained from hypertensive human arterial blood, was abolished 
by small doses. 

In man, the evidence suggests that these agents act peripherally on some 
unknown but fundamental mechanism concerned in vasoconstriction which 
is not mediated through autonomic nerves. Renal plasma flow is usually 
increased (Reubi, 1950) and cardiac output rises (Wilkinson et al., 1952); 
tachycardia may occur, blood pressure fall, and splanchnic vascular re- 
sistance decrease (Freis et al., 1953). Injection into a femoral artery produces 
unilateral vasodilatation (Wilkinson et al., 1952). Effects are pronounced in 
denervated vessels (Stunkard et al., 1954). The haemodynamic profile found 
in chronic arterial hypertension is altered in the direction of normal, save for 
the cardiac changes, which are less striking than in normotensive man. In 
addition, certain neurocirculatory reflexes are diminished. 


METABOLISM AND RATES OF EXCRETION 
Little is known of the fate of substituted hydrazines in the body. Experi- 
ments in our laboratories have demonstrated that about 3 per cent. of a single 
oral dose of hydrallazine is excreted in the urine, half appearing within 24 
to 5 hours and the rest within 24 hours. The dihydrazine, ‘nepresol’, could 
not be demonstrated in urine; apparently it was altered by the body into 
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hydrallazine. On continuous oral administration of hydrallazine, part of the 
drug was recovered in the free form and part ‘bound’ in a loose combination 
with sulfhydryl. Urinary recovery from six patients studied in hospital for 
three to five weeks varied from 2 to 0.3 per cent. with a mean of 1.1 per 
cent. of the free drug, and from 6.6 to 0.4 per cent. with a mean of 2.7 pet 
cent. of total drug (bound and free). The ratio of bound to free drug steadily 
decreased from day to day as therapy progressed, from an initial 2.2 to 0.88 
after 20 days. When BAL was given simultaneously, all of the urinary drug 
was bound. Absorption from the gastro-intestinal tract is apparently 
good, for the same percentage appeared in the urine after parenteral 
injection. 

Plasma levels in adequately treated hypertensive patients ranged from 
0.06 to less than 0.005 mg. per cent., with a mean of 0.023 mg. per cent 
one patient on very large doses was found to have a level of 1 mg. per cent. 
These observations suggest that the drug is altered radically in the human 
body. Measurements in blood of total carbonyl, pyruvate, copper and iron 


have failed to show consistent depression 


EFFECTS OF HYDRALLAZINE ON OTHER BODILY FUNCTIONS 
Long-term administration of hydrallazine is associated with few demon- 
strable abnormalities unless late toxic effects develop. In our series, mild to 
moderate anemia developed in many individuals, reaching a mean de- 
pression of 2.02 g. per cent. of hemoglobin within one to three months, but 
decreasing to 0.69 g. per cent. after one year without anti-anamic treatment 
(50 patients); the anemia was normocytic and normochromic and responded 
readily to oral ferrous salts. Plasma cholesterol levels in blood fell a mean of 
40 mg. per cent. within one month and 60 mg. per cent. within three, 
rising to previous levels within a year; in no case in which it was over 275 
mg. per cent. did it return to more than 250 mg. No changes in basal meta- 
bolic rate, levels of blood sugar, body weight or nutrition, adrenal, hepatic 
or other functions measured by the usual clinical or laboratory procedures 
have been consistently demonstrated. Increased renal excretion of sodium, 
however, has been found (Werk6 et a/., 1954) 


rOXIC EFFECTS 
Immediate toxic effects.—In occasional patients the initial administration of 
adequate doses of hydrallazine is accompanied by reactions, other than those 
resulting from depression of blood pressure, which may or may not prevent 
its use. ‘These are: nasal congestion, conjunctival injection, orbital edema, a 
‘diencephalic’ flush, generalized slight edema without weight gain (rings may 
be tight on fingers, for example), and hypertensive headaches (Schroeder, 


1952). [he headaches may be severe enough to preclude use of the drug; in 


our experience they are less likely to occur if pre-treatment with a ganglionic- 
blocking agent has been instituted for several days. It is possible that these 
side-effects are the result of the antihistaminase effect of the drug: they 


usually disappear within a week. 
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More severe symptoms are fever, aching in the back, ‘flu’-like complaints, 
coryza, lassitude, weakness and prostration. In just over one per cent. of our 
patients fever and prostration repeatedly occurred, necessitating discontinua- 
tion of the drug. Exacerbation of neurodermatitis has been observed. 
Reactions due to vascular effects have been mainly those resulting from fall 
of blood pressure in the presence of atherosclerosis of a vital artery; ex- 
acerbation of severe angina pectoris has been observed thrice and transient 
electrocardiographic signs of myocardial ischemia several times. The fatal 
parenteral dose in rats is high: approximately 34 mg. per kg.; oral daily 
doses in man, however, have been as large as 2.4 g. for three weeks. 

Late toxic effects —The most serious late toxic effect encountered has 
been the development of collagen disease, initially characterized by acute 
arthralgia or arthritis (Morrow et al., 1953; Dustan et al., 1954; Perry and 
Schroeder, 1954). Our experience is confined to patients taking a ganglionic- 
blocking agent (oral hexamethonium chloride) simultaneously with hydral- 
lazine; in these, sustained protracted normotension (below 140 mm. Hg 
systolic and go mm. diastolic) has been the rule for some weeks and has 
constituted a suspicious prodromal sign. The arthritis may vary from mild 
to incapacitating in severity. If controlled by other agents and if the dose of 
hydrallazine is not reduced, progression to bizarre disease of many organs 
occurs; hepatitis, splenomegaly, leucopenia, anemia, hematuria, renal in- 
sufficiency, adenopathy, hyperglobulinemia have been encountered and the 
blood test for ‘L.E. cells’, characteristic of disseminated lupus erythema- 
tosus, was positive in 2 of 20 cases and doubtful in another. When the dose 
of hydrallazine was reduced or discontinued at the warning signs of arthritis, 
symptoms rapidly subsided; regression of most of the other more severe 
manifestations was observed when it was stopped. ‘This condition has ap- 
peared within three to twenty-two months of administration of the drug, and 
large doses were generally employed. ‘The incidence of this new disease in 
our series was 8.1 per cent. (Dustan et al. [1954] reported an incidence of 
10 per cent.), and it has developed principally during warm weather. A 
4-plus cephalin-cholesterol flocculation reaction in the serum accompanied 
all cases. Rarely, fever and prostration have occurred three to six weeks 
after hydrallazine was given, necessitating withdrawal. Pancytopenia has 
been reported once (Kaufman, 1953) and hepatitis has been seen twice. 

A serious therapeutic problem has been posed by the enforced withdrawal 
of hydrallazine in patients previously suffering from severe hypertension. In 
spite of large doses of drugs acting upon the autonomic nervous system, 
hypertension has recurred in all cases and two have died. ‘The development 
of alternative drugs is therefore essential for adequate treatment of these 
individuals. 

DOSAGE AND MODE OF ADMINISTRATION 


Hydrallazine is given in gradually increasing doses and the effect of each 
increment upon the blood pressure and the condition of the patient is 
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observed. We do not advocate its use alone in severe hypertension, as its 
moderate potency, immediate side-effects and ability to cause tachycardia 
make it a generally undesirable agent for routine use. Combined with a 
drug which acts upon the ‘neurogenic factor’, however, it has proved most 
valuable. 

In outpatients, moderate hypertension may respond to Rauwolfia ser- 
pentina or reserpine combined with hydrallazine in initial doses of 25 mg. 
five times a day at four-hour intervals, increasing by weekly increments of 
25 mg. per dose until 100 mg. is reached. Effects may appear slowly. 
Initiation of control of severe hypertension is more safely done in hospital, 
especially when serious cardiovascular or renal damage has occurred or is 
imminent. 

In hospital, pre-treatment at four-hourly intervals with a ganglionic- 
blocking agent is our method of choice, to which hydrallazine is added in 
doses of 25 mg. every four hours, increasing daily by 25 mg. per dose until 
the desired effect (normotension or marked reduction of blood pressure) is 
attained. ‘The blood pressure is measured at four-hourly intervals. The 
maximal dose in severe and malignant hypertension varies from 100 to 200 
mg. (600 to 1,200 mg. per day), and generally requires four to eight days to 
achieve after the amount of the ganglionic-blocking agent has been found. 
Precautions are taken to prevent hypotension and obstipation from excessive 
autonomic blockade. Full details of the method which we use have been 
published elsewhere (Schroeder, 1953; Schroeder and Morrow, 1953; 
Schroeder et al., 1953). Before leaving hospital, one nightly dose of both 
agents is omitted to allow eight hours rest. Combination with other drugs 
acting upon autonomic nerves may also be effective. 

In acute hypertensive emergencies, such as pulmonary edema, hyper- 
tensive encephalopathy (cerebral edema) or cerebral hemorrhage, in which 
oral doses cannot be given, we have preferred to lower the blood pressure 
gradually by the parenteral administration of a ganglionic-blocking agent 
until the condition of the patient improved, adding oral hydrallazine later. 
Parenteral use, however, has been effective in the treatment of such emer- 
gencies, particularly in the toxemias of pregnancy (Assali et al., 1953), 
although its prolonged action has made ‘titration’ of the blood pressure at 
desired levels more difficult than with an agent such as hexamethonium. The 
aim of antihypertensive therapy in these cases is a gradual reversal of altered 
hzmodynamics to more normal states: hazards lie in abrupt return to normo- 


tension from very high levels, and the blood pressure is therefore reduced 


step-wise day by day. 

HAZARDS OF THERAPY 
The hazards of reducing the blood pressure are proportional to the severity 
of the cardiovascular and renal disease already present. In renal insufficiency 
too great reduction may precipitate uremia; a compromise must be made in 
order to allow adequate glomerular filtration through damaged renal vessels. 
When congestive heart failure secondary to cardiac strain accompanies renal 
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insufficiency, a range of blood pressure may be found consistent with both 
compensation and glomerular filtration. Since the antihypertensive action of 
hydrallazine develops slowly and excessive amounts are probably not re- 
tained by damaged kidneys (as is the case with hexamethonium), the basic 
dose need not be reduced as must that of the ganglionic-blocking agent 
The second major hazard lies in the presence of atherosclerosis of the 
coronary or cerebral arteries of a degree sufficient to cause narrowing of the 
arterial lumen. ‘Thrombosis may result from a lowered blood pressure. 
Fortunately, hydrallazine appears to dilate coronary vessels (at least in the 
isolated animal heart); perhaps for this reason coronary occlusion has been a 
rare occurrence during initiation of treatment. Cerebral arterial thrombosis, 
however, has been encountered twice, with recovery. 

When severe hypertension is altered, patients often complain of distress- 
ing symptoms of lassitude, weakness, anorexia and slow cerebration for 
several days or even weeks. ‘These complaints, possibly caused by vascular 
maladaptation in various organs, have disappeared gradually in all cases. 


RESULTS OF TREATMEN1 
Our experience deals with over 300 patients on oral therapy, most of whom 
continued treatment for 13 to 34 months, and is cited only as an example of 
the effects of sustained control of hypertension. An attempt was made to 
select the most advanced cases. Ganglionic blockade combined with hydral- 
lazine was employed in all. 
The mortality rates are shown in table 1. 





Adequately treated 
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Malignant 
Nitrogen retention 
N.PLN 60 mg. pe 
N.P.N. 30 to 60 mg. p« 
ent 
Adequate renal t 
Earlyt 


lotal excluding u 


Severe ‘benigr 


Moderate ‘benig: 5 


*Hexamethoniur hloride scont ed in 3. both agents ir f patient ' gnant stage 
t‘Early’ indicates t f retinit hae : exudat lkedema 


‘TABLE 1 ortali of hypertensive patient receiving combined treatment with 
hy drallazine ar d he Xarne thonium chloride 


Of those in malignant stages, 30 living patients have been on treatment for 
twenty-eight to thirty-four months, 15 for twenty-two to twenty-eight months, 6 for 
sixteen to twenty-two months and 3 for thirteen to sixteen months. Of the 20 patients 
in malignant stages with nitrogen retention, 11 have been treated for twenty-eight 
to thirty-four months, 6 tor twenty-two to twenty-eight months, and 2 for sixteen 
to twenty-two months. Of the deceased treated patients without 
twelve to fifteen months, 7 lived two to five months and 3 lived one month or less 
after discharge from hospital. Of the 28 discontinuing treatment, 7 were treated for 
one month or less, 7 for up to three months, 6 for up to six months, 4 for up to 
twelve months and 4 for twelve to twenty-four months. Twenty-two of the 25 


uremia, 4 lived 
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deceased patients in this group died within two to thirty days after discontinuing 
therapy and 3 within sixty days. All of the living patients in benign stages have been 
treated for thirteen to thirty-three months 

These mortality rates are quite favourable compared with the control 
group, which consists of patients who, for various reasons, discontinued 
therapy after one to eighteen months. It is interesting to note that of the 
deaths of patients exhibiting the clinical picture suggestive of the malignant 
stage, 11 of 14 were caused by conditions apparently unrelated to the hyper- 
tensive process: i.e. carcinoma of the bronchus, broncho-pneumonia, post- 
operative shock, interstitial fibrosis of the lung (hexamethonium effect 
Morrow et al., 1953; Morrison, 1953) and unknown conditions while 
normotensive. All deaths in the control group were from causes secondary 
to hypertension: i.e. pulmonary cedema, uremia, cerebral vascular accident, 
dissecting aneurysm, coronary occlusion. In stages characterized as ‘severe 
benign’ with high diastolic pressure at rest but without exudative and 
haemorrhagic retinitis or papilladema, one death was caused by cerebral 
vascular accident and four by coronary occlusion. ‘he mean systolic blood 
pressure declined in two years from a resting level of 212 mm. Hg to a level 
while the patient was active of 154 mm., and the diastolic from 135 mm. to 
g2 mm.; the mean 15-minute urinary excretion of intravenously injected 
phenol red (PSP) rose from 13 to 23 per cent. during this period. In patients 
with moderate degrees of nitrogen retention, blood non-protein nitrogen re- 
mained relatively static or declined. Eighty per cent. of patients achieved a 
control of systolic pressure less than 160 mm. Hg and the remainder less 
than 180 mm. on at least four of five determinations. Individuals presenting 
the symptoms and signs of uremia were unaffected. Signs of the malignant 
stage (retinitis, proteinuria) regressed in all cases on continuous therapy but 
often reappeared when the drugs were stopped. Congestive heart failure was 
favourably affected except in cases in which atherosclerotic heart disease 


was advanced. 


COMMENT 
At best, the management of hypertension is concerned with reversal of 
generalized vasospasm, which can be accomplished by the proper use of 
modern drugs. Reversal of organic vascular changes secondary to chronic 
hypertension or atherosclerosis is not to be expected at this time. Elevated 
intra-arterial pressure resulting from generalized vasospasm imposes a 
strain upon the heart, eventually produces arteriolar nephrosclerosis and ts 
believed to hasten the rate of progression of atherosclerosis. Relief of vaso 


spasm can be expected to decrease cardiac work, slow or halt the nephro- 


sclerotic process and diminish that portion in the rate of progression of 
atherosclerosis which is affected by the elevated blood pressure. In addition, 
other changes secondary to raised blood pressure or concomitant metaboli 
alterations may be favourably affected, such as proteinuria, retinitis and 
cerebral edema. The basic process causing hypertension, however, remains ; 
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therefore modern drugs can in no sense offer ‘cure’ but merely ‘control’. 

One of the most favourable signs discovered has been the fact that the 
blood pressures of patients treated continuously for a year or two appear 
more susceptible to the antihypertensive action of these drugs than initially, 
thereby permitting reduction in dosage. Mishandling, with intermittent 
therapy at the onset, however, has sometimes resulted in resistance, a 
phenomenon which we have been unable to explain. Progressive reduction 
in blood pressure by slowly increasing dosage has been found to be essential 
to adequate therapy. When partial resistance has been observed initially, the 
usual response is its regression during the subsequent three months. 

Hydrallazine represents one effective agent in a dual attack upon the vaso- 
spasm present in severe arterial hypertension. ‘The second approach involves 
counteracting the vasoconstrictive action of autonomic nerves, for which 
several drugs are available. Experimental studies indicate that severe hyper- 
tension can be controlled only by the simultaneous use of two agents acting 
on different vasoconstrictive mechanisms, one of which is neurogenic and 
the other peripheral or nephrogenic. Whilst hydrallazine and its derivatives 
are unique in the latter respect at the moment, several different agents now 
on therapeutic trial may provide equally potent alternatives. 

Sustained reduction of elevated blood pressure is not without hazard but 
is justifiable when hypertension threatens life or health. Hydrallazine is an 
effective agent when used with other drugs, but carries with it the risk of 
late toxic reactions in the form of disease other than the one being treated. 
It therefore represents the first approximation of an agent of considerable 


potency, to be used cautiously with full realization of both its benefits and 


its hazards. 
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REVISION CORNER 
CAT-SCRATCH FEVER 


CAT-SCRATCH fever has recently emerged as yet another ‘new disease’, but probably 
it has been endemic in this country for some years; many practitioners may now 
recall having seen cases in the past. ‘The salient feature of the disease is marked 
enlargement of a group of superficial lymph nodes. In a mild case this is likely to 
be mistaken for a simple pyogenic adenitis but, when the course is more prolonged, 
confusion with tuberculosis and other serious diseases may arise, and correct 


diagnosis becomes important. 


ETIOLOGY 

The first studies of this condition were carried out simultaneously in France, 
Greece, and the United States; Dr. Lee Foshay in Cincinnati and Professor Debré 
in Paris played a prominent part in this original work. Later reports from many 
countries have made it clear that the disease is in fact widespread, at jeast in 
Europe and the United States, and is by no means rare. 

It seems most likely that the disease is caused by a virus similar to that of 
lymphogranuloma inguinale, to which it bears some clinical resemblance. Experi- 
mental transmission to animals has proved difficult; cats are not themselves 


affected, but act only as passive carriers. 


CLINICAL FEATURES 
Both children and adults are attacked, and sometimes small family epidemics 
occur, 

In its typical form the disease originates from a recognizable site of inoculation, 
which may be on any part of the body. In about half the cases this is a cat-scratch ; 
in others it may be a puncture from a splinter or a thorn, or some quite trivial 
abrasion. A few days later a small red papule forms; this is usually painless, 
although it may last for some weeks and sometimes breaks down and exudes a 
little serous fluid. Sometimes no primary lesion develops and only a scratch is 
seen: often indeed the original site of inoculation cannot be identified at all 
The next stage, and usually the first cause for complaint on the patient’s part, 
is the sudden appearance of a swelling either of one or of several of the regional 


lymph nodes. At this point there may be mild fever and malaise, and sometimes 


a fleeting rash is seen; this is usually of an indeterminate nature, but erythema 
nodosum occasionally occurs. In a mild case this is the end of the story; the 
swelling subsides, and recovery is uneventful. 

Very often, however, the swelling continues to enlarge and comes to resemble in 
many ways a tuberculous gland. It soon becomes fluctuant, but there is little pain 
and the skin is not markedly reddened until the spontaneous discharge of pus is 
imminent. This usually occurs within a few weeks, but may be delayed for several 
months. A sinus then forms and discharges for some weeks before healing. Serious 
complications must be exceptionally rare, but encephalitis has been described. 

Clinical pathology.—This is unhelpful, except in a negative sense. Usually there 
is no marked leucocytosis. The pus, if not secondarily infected, is sterile, and 
smears show nothing of importance. 
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DIAGNOSIS 
This depends upon clinical recognition of the picture described above, exclusion of 
more mundane infections, and the use of a specific skin test. When the full picture 
—cat-scratch, primary lesion, and swelling of lymph nodes—.is present, diagnosis 
is likely to be easy; but this probably applies only to a minority of cases 

The practitioner who is aware of the existence of the disease may well suspect it 
in many cases of mild lymphadenitis occurring without obvious septic origin; 
however, if the gland subsides spontaneously without suppuration, furthet 
diagnostic efforts are hardly justified. If an abscess forms, accurate diagnosis is 
more important. In streptococcal and staphylococcal infections the inflammatory 
process is usually more acute and rapid resolution occurs when the pus has been 
released. In such cases the organism can usually be cultured, provided the pus has 
not been sterilized by chemotherapy. 

Simple pyogenic infections of this kind seldom now become chronic, and if a 
fluctuant swelling or a discharging sinus persists for some time in spite of treat- 
ment, tuberculosis is likely to be suspected. The possibility of cat-scratch fever 
should, however, be borne in mind; either disease may present as a superficial 
lymphadenitis, with or without a visible primary lesion. The finding of sterile pus 
also is characteristic of both diseases, but this is of no significance if chemotherapy 
has been given. The pus must be searched for acid-fast bacilli, and in children the 
Mantoux reaction will be valuable. If the abscess is drained surgically a fragment 
of the wall should be sent for section, but the report, as always, must be interpreted 
with caution. The characteristic finding in cat-scratch fever is a chronic granuloma, 
predominantly lymphocytic, but with a proportion of histiocytes and some 
foreign-body giant cells; a pathologist who is unfamiliar with the disease may 
readily confuse such a picture with tuberculosis. A histological diagnosis of tuber- 
culous adenitis should never therefore be accepted unless tubercle bacilli have 
been identified, or there is other good confirmatory evidence of tuberculosis 
The natural course of tuberculous adenitis is usually much longer than that ot 
cat-scratch fever, and this is a valuable point in differential diagnosis. 

Other conditions which may be confused with cat-scratch fever are infections 
with Spirillum minus and Pasteurella septica, both of which may be transmitted by 
cat bites, tularemia, lymphogranuloma inguinale and various fungus infections; 
all these, however, are rare in this country. 

The specific skin test.—This is analogous to the Mantoux test in tuberculosis 
The antigen is still difficult to obtain and lacks standardization; details of the 
technique of the test are not therefore given here, as they will depend upon the 
individual source of supply. It is not yet known what proportion of the population 
gives a positive reaction as a result of previous subclinical infection or other cause, 
but present knowledge suggests that this is rare and that a positive reaction is of 
real value in diagnosis. When the test is done at the height of the disease there is 
sometimes a febrile response and an increase in the existing lymph-node swelling, 
in addition to a brisk local reaction to the antigen. 


TREATMENT 
In mild cases none is needed. If suppuration occurs the formation of a sinus can be 
avoided by repeated aspiration of the pus. If the abscess is very large, resolution 
may take several months, and chemotherapy is worth a trial. Penicillin and the 
sulphonamides are certainly ineffective; aureomycin and oxytetracycline have 
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sometimes been thought to influence the disease, but no dramatic response is to be 


expected. 


CONCLUSION 

Finally, a brief discussion of nomenclature seems justified. Purists object that as 
neither a cat-scratch nor fever is a necessary part of the disease, the present titk 
is unfortunate. However, on contemplation of the suggested alternatives, such as 
‘benign lymphoreticulosis of inoculation’, ‘Petsetakis’ disease’, or ‘subacute 
multiple monoadenitis’, it seems preferable to retain ‘cat-scratch fever’ at least 
until the identity and natural history of the infecting agent are clearly delineated 
Cat lovers will be interested to know that this harmless pet has been blamed for the 

transmission to man of no fewer than sixteen different diseases. 
P. J. N. Cox, B.M., M.R.C.P., D.C.H 
Medical Registrar, The Hospital for Sick Children, Great Ormond Street 


UMBILICAL HERNIA IN INFANCY 


EVERYONE must have observed that, whereas umbilical hernia is often seen in 
babies, it is but rarely encountered in school children and almost never in young 
adults. Is this because treatment is always so efficient, or because this type of 
hernia cures itself independently of treatment? There has been a growing 
suspicion for some time that the latter is the case, and facts can now be quoted 


which make this conclusion certain. 


ANATOMY OF THE UMBILICUS 
The umbilical orifice is essentially a circular gap in the linea alba. This gap 
may be easily defined by the finger in many normal infants during the first fer 
months of life. Its sharp edges are formed by fibrous tissue, which gradually 
obliterates the gap. There is great variation in the time at which this obliteration 
normally occurs and, whilst early obliteration necessarily implies that there will 
be no hernia, a palpable gap may persist for several months without any hernia. 
The peritoneum at the site of the umbilical orifice is thickened and reinforced 
by fibrous tissue, and this probably is largely responsible for preventing peritoneal 
protrusion through the gap in the linea alba, when the gap remains patent after 
birth. ‘The recti muscles constitute the third component structure to play a 


part in controlling protrusion through the umbilical orifice. One of the three 
tendinous insertions in the recti is at the level of the umbilicus, and this serves 


to knit together the anterior and posterior rectus sheaths and the fibrous tissue 
of the linea alba forming the umbilical orifice. In this way the tone of the 
abdominal muscles becomes an important factor in umbilical hernia, a fact 
which accounts for the frequency with which such hernias are found in infants, 
such as mongols and cretins, in whom muscular hypotonia is a feature. ‘The 
rapidity with which thyroid treatment can cure both the pot-belly and the 
umbilical hernia of the cretin, emphasizes the importance of the factor of 
muscle tone. 
rYPES OF UMBILICAL HERNIA 

True or direct umbilical hernia is the usual type seen in infancy. The protrusion 
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comes through the centre of the umbilical orifice, the edges of which remain 
easily palpable. 

Semi-umbilical or indirect umbilical hernia is uncommon. The protrusion 
appears at the upper part of the umbilicus, apparently by following the course 
of the obliterated umbilical vein. In these cases palpation fails to define the 
circular orifice characteristic of the direct type of hernia. 


INCIDENCE AND NATURAL HISTORY 
Of 573 infants observed by Woods in Bristol, 106 (or 18 per cent.) developed an 
umbilical hernia during the first six months. A comparable study of Negro 
children in America confirmed the impression that the condition is even more 
common in them, the incidence being 42 per cent. in the first year. 

Natural history of (true) umbilical hernia.—The fact has long been established 
that in infants umbilical hernia is symptomless and that it never strangulates, a 
dogmatic statement which, for once, it seems possible to make without qualifica- 
tion. The second relevant fact, which has only been equally well established 
since Woods’ study, is that true umbilical hernia in infants is almost always, if 
not always, self-curing. Self-cure occurs in the vast majority of cases before 
twelve months, usually during the period when the infant begins to sit up and 
stand; i.e., when the abdominal muscles come into full play. Of 122 cases 
observed by Woods, 93 per cent. cured themselves before twelve months, no 
treatment having been applied: the remaining 7 per cent. were cured in the 
following two or three years. A few may take several years longer for cure, 
especially in Negro children, but by seven years no children with hernias were 
found in the American study quoted. 

Natural history of the indirect type of hernia.—This shows a less constant 
tendency to self-cure, and may occasionally become complicated by the nipping 
of a piece of omentum. 

Conditions associated with umbilical hernia.—As might be expected, premature 
infants show an increased tendency to develop hernia. Prolonged cough seems 
also to provoke hernia. Muscular flabbiness from any cause encourages the 


persistence of a hernia, conspicuously exemplified in the hernias commonly 


seen in mongols and untreated cretins. 


TREATMENT 
In the past it has generally been taught that the natural tendency to self-cure 
can be aided by some device to control the protrusion. Strapping has been 
mostly employed, varying from the more or less symbolic small square of ‘elasto- 
plast’ applied to the umbilicus, traditionally incorporating a penny, to the 
formidable wide band of adhesive plaster totally encircling the belly. Rubber 
trusses have also been much used. 

The Bristol study produced impressive evidence that all such devices, far 
from hastening cure, actually delay it. Whilst self-cure before twelve months 
was the rule in the infants whose hernias were untreated, large hernias persisting 
after the first year were found exclusively among babies whose hernias had 
been strapped, often for months or years. Of a pair of identical twins, with 
similar hernias, the one who was left unstrapped healed the quicker. 

Treatment should therefore consist in doing no more than explaining to the 
mother that the hernia will almost certainly cure itself before the child is a year 
old, and that meanwhile no harm will come to him. In a few cases patience will 
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need to be exercised for several years longer, occasionally for as long as seven 
or eight years. This policy applies to the common direct type of hernia. The 
indirect type, if it persists for more than a few years, in unlikely to cure itself, 


and operative cure would then be advisable. 


DouGLas GAIRDNER, D.M., F.R.C.P. 


*ediatrician, Addenbrooke's Hospital, Cambridge. 


For a fuller study of this subject, the reader is recommended to Dr. Grace Woods’ two 


valuable reports, 


450; Lancet, 1953, i, 417. 


based upon observations made in Bristol 


Iirch. Dis. Childh., 1953, 28, 


NOTES AND QUERIES 


Penicillin or the Newer Antibiotics? 
QUERY In the treatment of the common in- 
fections met with in general practice are there 
any indications for the use of any of the newer 
antibiotics in the first instance rather than 
penicillin or a sulphonamide? 


REPLY This is 


tion simple 


an exceedingly sensible ques- 
few. In the 
and better 
one’s perspective 


The 


of claims 


answer 1s very 


surge made for newer 


antibiotics, it is easy to lose 
and to forget the plain fact that the majority of 
infections will yield to sulphonamide or peni- 
cillin. A few notable exceptions may be made 
(1) Laryngo-tracheo-bronchitis This acute 


obstructive inflammation is so often due to 
infection by staphylococci resistant to penicillin 
that it is better not to waste time but to proceed 
at once to use one of the tetracyclines. 

(2) Suspected staphylococcal infection. 
Although by no all staphylococci are 


penicillin resistant, it may be wise, especially in 


means 


the severer illness due to this organism, to 


proceed at once to the br vad-spectrum drugs. 
A useful pointer may be that the patient or a 
member of his family has been an inpatient of 
a hospital or is attending a hospital outpatient 
department 

(3) Whooping-cough 
necessary to treat every case of w hooping-cough 


In my opinion, it is not 
by antibiotic: the alterations produced in the 
patient’s normal microflora of mouth and bowel 
may produce results as serious as the original 
three main indications for 
(i) when the child is under 
(ii) when the condition 


disease. There are 
the use of antibiotics 
the age of three years; 
is diagnosed in the first ten to fourteen days of 
the illness; (iii) when there are complications 
(4) Dysenter) The tetracyclines are the 
treatment so far for Flexner or 
The y 
dose not exceeding 25 mg. per kg. and treatment 
should last for five days. 


most effective 


Sonne dysentery should be used in a 


In other words, in general practice penicillin 
drug of first 


But, just 


or a sulphonamide will be the 


choice in the great majority of cases 


because the patient ts not completely recovered 
24 hours later, the practitioner must avoid being 


panicked into an immediate change of treat 


ment. The experienced clinician can usually 


assess when his patient has not improved at all 
or is worse: in such cases treatment must be 
should 


changed at once. If at all possible, one 


try to obtain bacteriological advice—admittedly 


not always easy in every part of the country 


or at least to supply a bacteriologist with 


material for examination. It is thoughtless 
penicillin for 24 


for the 


therapy, for instance, to us¢ 
hours, change to aureomycin next 48 
hours and then perhaps to chloramphenicol or 
hint from the 


oxytetracycline—all without a 


bacteriologist 


T’. ANDERSON, M.D., } 


Contraindications to Combined 


Immunization in Children 


Query.— What are the contraindications to, and 


dangerous sequela (if any) of, immunization 
with diphtheria and whooping-cough vaccine 
and tetanus toxoid, either together or separately, 
with special reference to the Minister of Health’s 
statement regarding speech disorders following 


the use of these vaccines? 
Rep_ty.—The 
munization with 
cough vaccine and tetanus toxoid are mainly the 


contraindications to active im- 


diphtheria and whooping- 


following (1) Rising or high prevalence of 


poliomyelitis in the district (the Medical Officer 
of Health will 


generally give practitioners 


guidance as to when immunizing imyections 


should be stopped). (2) Children with a personal 
or family history of convulsions should not have 


whooping-cough inoculations but, so far as is 
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known, may be safely inoculated against diph- 
theria. (3) Children suffering from any acute 
infection, and susceptible children recently 
exposed to respiratory or other acute infection, 
should have inoculations postponed 

The dangerous sequela that may follow such 
inoculations are exceedingly in relation to 
the enormous numbers of children inoculated 
They 


which the paralysis usually occurs 1n the inocu- 


rare 


include: post-injection poliomyelitis, in 


lated limb within one month of the inoculation ; 
and encephalopathy manifested by convulsions 
and other serious nervous symptoms within a 
few hours or days of inoculation with whooping- 
is exceedingly 


cough vaccine. This occurrence 


rare, but has been substantiated in the United 


States, and by probably only two authenticated 


reported cases in this country. It has been 


suggested that the inoculation im such cases ts 
merely a trigger mechanism which sets off con 
vulsions in ‘convulsive-labile’ children, or, alter- 
that become sen- 


the 


have 
to 


natively, such children 
unknown 


the 


sitized in some way antigens 


contained in whooping-cough vaccine 


I have no knowledge of speech disorder per se 


occurring after immunizing injections, unless 


perhaps it formed part of the encephalopathies 


mentioned above 


H. STANLEY BANKS, M.D 


Vocturnal Cramp 


be 


for a 


should obliged if vou could 


of 


(QUERY I 


suggest treatment case very severe 


cramp in a woman aged who ts 
otherwise healthy 
She has suffered 


but 


nocturnal 


55, 


and is tree from varicos¢ 


tor first 
The 
faintness and sweat 


the 


veins some vears, at 


occasionally lately almost every night 


pain Is so severe as to 


At first it 


cause 


ing was confined to calves of the 


legs but now spreads to the entire lower limbs 


rehef, 


he I 


which affords some 
and 


taking it 


I have tried quinine 


but gives rise to cinchonism leaves 


worse than she was before 
Phe likeliest 
condition Is in 
vascular abnormality 
be 
hand, 
quinine a bio- 
of the Am- 
monium chloride in full doses has occasionally 


REPLY 


turbing 


th 


dependent 


explanation ot dis 


ischemia 


upon some but of what 


and how it relieved is 


On 


nature may not 


evident the other the benefit that 


sometimes occurs from suggests 


chemical abnormality muscles 
been of advantage 

occur m Addi 
A rie dicamet t 


Another 


occurrence ol 


Since cramps son's disease, so 
as common salt might be 


I by the 


which are 


simple 


tried approach is suggested 


cramps in 


evidently related to calctum deficiency 


pregnancy 


Sir ADOLPHE ABRAHAMS, 0O.B.E., M.D., F.R.C.P. 


riTIONER 


Sore Tongue 


QUERY I should be grateful for any sugges- 


tions for a rather intractable case of sore toncue 
which has occurred in a patient of mine, a lady 
She ot the 
dorsum of the tongue for the past four years, and 
has the 


medical 


aged 57 gives a history pain on 


and 
of a 


attended dental, dermatok meric al 


general outpatient departments 


London teaching hospital for a substantial por 
tion of that time. Her teeth were extracted about 


four years ago; menstruation ceased about twelv« 


years ago. I understand that blood examinations 
to exclude general diseases, including pernicious 
that barium 

Che 
treatment has been in the form of mouth washes 


The 


areas, which appear to be denuded of epithelium ; 


anemia, have been negative, and 


and test meals were also negative only 


lesion presents itself as small superficial 


they are cracked im the centre and occur inter 


mittently. The patient complains that they sting 


when she eats anything hot. She had prev 


been a healthy 
REPLY The 
tongue would 
of 


woman 


commoner general causes of sore 


appear to have been excluded 


Absence the pernicious anemia principle 


without 


CV arin »bal min 


may, however, cause a sore tongue 


accompanying anxzmia, and so 
(vitamin B,,) should be tried. Cyclical granule 


be 


Complete haematological examination including 


penia can associated with tongue ulcer 


marrow biopsy should be made during an attack 
of the full 


presence 


\ course vigorous treatment with 


vitamin B complex is suggested but the 


of superficial denuded cracked areas suggests a 


local rather than a general cause. A recurrent 


low-grade glossitis seems probable, and it would 
from the 


labora 


be worth while having a culture made 


cracks—sending the patient herself to the 
he result might point to the local applica 
ot antibiotic. Failing the of a 
proprietary S.T. 37’ (Sharp & 
Dohme) 

It is presumed that smoking, ak 


is are being a 


tory 


tion an this use 


antiseptic e.g 
might he Ip 
ind hot 


and spicy foo voided that an 


rritant denture no 


Application oT 3 anzsthesu wader 
the cracks 


will make 


or dabbing them with 2 imetho 


tortable 


caine Fear 


ot 


eating more con 


cancer 1s not uncommon in these cases and 


reassurance is necessary. If a non-bacterial, 1. 


herpetic, cause seems probable, vaccination with 


the fluid from a herpetic vesicle or ‘cold sore’ or 
with ordinary vaccine lymph could be tried 


Should the verit und ntractability of 


sympton “ pinion should 
be sought wi 


affec ted area. 
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Chronic Fibroid Tuberculosis 


QUERY An asthmatic mal aged 63, has 


suffered for about eighteen years from a chron 
The 


asthma, which dates from whooping-cough in 


fibroid tuberculous lesion at the left apex 


childhood, was only occasional but has recently 
become almost chron 


Sputum—about onc 


ilthough not of a severe 


type ounce daily—is 
usually reported to be free from tubercle bacilli, 
but is blood-stained about o or three times a 
vear. His weight is n 
(82.5 kg.) and the E.S.R 


a sedentary 


untained at 13 stone 


is normal. He is still 
working in ccupation and has had 
no special treatment for his tuberculosis apart 


from careful living and adequate rest 
1, PAS, 
such a case, to bring 


f possible \ 
prompts the 


Is there any indication for streptomycu 


or any specific remedy 


] 


ubout permanent healing recent 


taining of the 
REPLY The 


uggests that there ay tion in 


putum query 


ittently Positive 


intern I sputum 


this patient 
fibroid tuberculosis and the recurrent 


chron 


blood-stained iwgests that there is 
( onsequently, any 
unlikely to 


If antibacterial 


bronchiectasis in 


form of antibacteri nt is 


bring about permanent h ng 


treatment were to then some of the 


softer parts of the le ight be improved and 


the sputum reduced 1 ntity, with consequent 


f 


lessening of the « ‘ f a 


spread. Also, the bronchiti 


bronchogenic 
aspect of his asthma 


might be ameliorated by streptomycin. There ts 


much to be said for giving a course of strepto- 


mycin and isoniazid. One gramme of strepto- 


mycin could be given intramuscularly three 
times a week for six weeks and then twice a week 
lhroughout this time 
100 mg 


course, the 


for the next four months 


isoniazid should be given, in doses of 
At the end of the 
whole che st W ul 


N. ( 


twice daily state 


of the d need to be reassessed 


(OSWALD, M.D., F.R.C.P 


Mepacrine 

(1) What 
who develop psychotic 
How 


have read that 


(QUERIES s the percentage of peopl 
symptoms 
effect be 


mepacrine ts 


after mepa 


crine? can this toxic avoided 


(2) 1 effective 


against the virus of mumps. Could you tell me 


where I could obtain the latest information on 
this? 
omtment in 


(3) How effective ts mepacrine 


the treatment of cutaneous leishmaniasis? In 


what strength is it used? I have read of mepa- 
the treatment of rheumatoid 


effective 


crine being used in 


arthritis. Is this an method of treat- 


ment, and what dosage is used 
REPLY 


on full mepacrine therapy develop psychosis. So 


(1) Only a small percentage of patients 


AND 


QUERIES 


< 


200 


there has been no 


know 


individuals 


far as | report 


psychosis in taking the ordin: 


antimalarial suppressive dosage of 

daily 

(Wien Wschi 
; 


608) claimed to have demonstrated some 


(2) Duancx kitn 1942, 44, 


thera 


peutic activity of mepacrine in mumps, measies 


and influenza Information regarding mepa 


in relation to virus infections can be found 
Weston Hurst ( Brit 
Brit. 7. Pharmacol 


crine 

in two recent articles by I 

med. Bull., 1953, 9, 18 
7, 473) 


‘3 Mepacrine is used a an nection 


I1Q52 


Oriental sore and mucocutaneous leishmanias 
The 


1° to 1s 


commor 


being injected 


methanesulphonate 1s used in 


, 
solution, 1 to 2 ml 
ulcer his procedure 1 


effective 


treatments The ust ot 


into the base of the 


probably no more thar alternat 


local mepacrin 

rheumatoid arthritis has mn 

results 
PROF! 


ssor B. G. Maecra 


Allergy to Spe micides 
(QUERY I 


gynol’ cream as 


tho 
Dutch 
used the 


have a patient who 1s using 


a contraceptive, with a 


cap. About six hours after she has 


rash with 


n the 
buttocks 


cream she gets an irritable kin 
legs, Dut 


Anti 


preventing o 


typ al weal the rash is usually 
confined to the 


effect in 


the als are 
histaminics have no 
alleviating the rash. Can you make any sug 


gestions: 


REPLY It 
other 


would be advisable to change to 


some contraceptive cream, even though 


there seem to be no spermicides to which 


occasionally allergic here is 


both 


and the patient could be given hexylresorcinol 


women are not 


ricinoleic acid in ortho-gynol’ products 
in ‘G.P. ointment’ if a non-lubricating substance 
is required, or ‘Prentif spermicidal compound 
if she prefers one with a lubricating base 


JOAN MALLESON, M.B 


Hypogonadism 


QUERY I 


have a male patient 


hypogonadism, who is married 
children. He is perfectly healt! 
the external small. W 


gonadotrophins 


ind p< 
genitalia are 
chorion 


ment with 


any improvement 
REPLY 
potent it ts 


As this man has two children and i 
unlikely that the 
external genitalia is due to testicular deficiency 
of this. | 


suggest that the condition is due to failure of the 


1 
smallness of hi 


vidence 


and there appears to be no « 


tissues to respond to the normal growth 
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promoting action of testosterone. It is unlikely 
that either chorionic gonadotrophin or testos- 
terone would cause any increase in size. 

A. W. SPENCE, M.D., F. 


Safe Rat Poisons 
Query.—({1) Is _ there 
substance lethal to rats and non-toxic as regards 
other animals and human beings? 

(2) Are not rat potsons containing bacteria 
of the salmonella group potentially dangerous 
to man and not very effective against rodents 


available at present a 


often giving rise to a dangerous carrier state in 


these animals? 
REPLY. 


is red squill 


(1) The only substance that I know of 
and that is not entirely 
It is lethal to rats and to mice 
that 
to vomit; consequently 
killed by it 


cats, and humans will vomit 


even 
specific to rats. 
for the simple these 
they 


Other 


reason neither of 


animals is able 


retain the poison and are 


animals, e.g. dogs, 
the poison before it can have any serious effect 
though I would not say it might not have any 
effect at all. The defect in the 
use of red squill is that it is difficult to get fresh 
material with a high toxic content. Supplies are 
very variable and it is as much for this reason as 


a serious one 


any other that it is seldom used nowadays. 


There is another valuable rodenticide now 


being widely used, which can be regarded, 
subject to certain conditions, as toxic but not 
lethal. Its popular name is ‘warfarin’ and it is 
the synthetic equivalent of dicoumarol or 
dicoumarin which is found in nature in spoiled 
sweet clover. This substance is an anti-blood- 
coagulant and has its uses in therapeutics to 
tendency to To obtain 
the thrombotic element in the 


that it taken 


prevent a thrombosis. 
a reduction of 
blood it is 


regularly (in small controlled doses in humans) 


necessary should be 


over a period of several days. A single dose or 


even two doses taken intermittently at random 
does not have the same effect; it is necessary to 
take the and regularly 


‘warfarin’ continuously 


THE PRACTITIONER 


to produce a reduction in the thrombotic 
element which, of course, lasts only temporarily 
if the dosage is stopped. This property is made 
use of by feeding rats with ‘warfarin’, 0.025° 

If this is done and the 


bait 


in a suitable bait basis 


rats or mice take the continuously over a 


period of five to ten days, the thrombotic 


where 
fatal 
therefore be 


element will be reduced to an extent 


spontaneous haemorrhages occur with 
The 
regarded as non-toxic, 
that animals likely to feed on the 
preferably be kept away trom the baiting points 
All other poisons that I know of are not specific 


not all, of them are 


results. substance may 
but it will be appreciated 


bait should 


to rodents and most, if 
highly toxic to other vertebrates 


(2) With 


man of rat 


regard to the potential danger to 


poisons containing bacteria of the 


salmonella group, these are indeed potentially 
dangerous and their use has been reported over 
a long period of years by Medical Officers of the 
Health as 


still emploved 


Ministry of highly undesirable 
Nevertheless they are 


H. T. MorGAn, C.M.G., M. 


How to Free a Stuck Syringe 
Mr. Gorpdon Chief 
the Sully Hospital, Glamorganshire 
I wonder if Dr. C. S 
titioner, March 1954, p 
complicated procedure of placing the syringe in 


LENNOX, Pharmacist to 
writes 


(The Prac- 


315) has tried the 


Thomson 
less 
compartment of an _ ordinary 
domestic After an 

will be found, in the majority of 
sharp pull will free the offending plunger 
that, 


the treezing 
refrigerator? hour or so it 
that a 

Ihe 


under 


cases, 


underlying mechanism is simply 
specified conditions, the metal plunger contracts 


far more than the glass barrel and so frees itself 


Dr. E. G When 


ever I have a stuck syringe I| place it overnight 


Dias (Tanganyika) writes 


in the tray below the freezing chamber of my 


hours in the freezing 


take it 


retrigerator, or for a tew 


chamber itself. When | out it is easily 


unstuck. 


PRACTICAL NOTES 


Chlorpromazine in Painful 
Malignant Conditions 


ACCORDING to M. S. Sadove et al. (Journal of the 
American Medical Association, June 12, 1954, 
155, 626), chlorpromazine ‘has proved useful 
for relieving pain in patients who can no longer 
be made comfortable with large doses of narco- 
tics and The usual dose of 
chlorpromazine was 25 mg. orally twice daily. 


sedatives alone’. 


with narcotics 


‘When 


and sedatives that previously proved ineffective 


giving chlorpromazine 


for relieving pain, 22 of 28 patients obtained 


satisfactory relief from severe abdominal pain 


and 


lesions’. 


neurotic pain associated with malignant 
Chlorpromazine has also anti-emetic 
properties, and it gave complete relief to five of 
six patients with and nausea. The 
precise mode of action of chlorpromazine is not 


known, but it is stated that ‘patients whose pain 


vomiting 
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responded to narcotics plus chlorpromazine, 


when narcotics alone failed, seemed to be more 
relaxed and less reactive to pain. They spoke of 
their pain us an objective phenomenon; that is, 
minded the pain, even though 


they no longer 


it was still present’. Drowsiness was the most 
side-effect of the 


and dryness of the mouth was com- 


common drug, occurring in 
II patients, 
plained of by nine. Other side-effects included 


hypotension, palpitations and heartburn. Its 
comatose states caused 
alcohol other 


central nervous system depressants 


use Is contraindicated ir 


by barbiturates, opiates, and 


Tying the Umbilical Cord 
THE effect on the new 
different methods of 
have studied by A. I 
England Yournal of Medicine, 


250, 629). A series of 100 un 


born infant's blood count 


of four clamping the 


umbilical cord been 
Colozzi (Ne 
April 15, 
| 


1954, 


selected consecutive normally delivered infants 
were divided into four equal groups which were 
The 

abdomen 
and the 


dealt with as follows Group 1 infant 


ther’ 


place nta)}, 


was placed on the m« (above 


the level of the cord was 
arteries had stopped pulsating 
filled The 


delivery 


table 


clamped after the 
Group 2 


atter 


and the vein no longer 


cord was clamped immediately 


Group 3—The wu is placed on a 


(below the level of the placenta), and the cord 


was slowly and methodically stripped from the 


vulva to the umbilicus cord was clamped 


when it was no longer « ended with blood: 


usually four to eight strippings were necessary 
table 


Group 4—The infant was placed on a 


(below the level of placenta), and the cord 


and distension 


made 24 and 72 


was clamped when 
Blood « 
birth. The a 


(in millions) at 72 hours were: 5.82 in group 1, 


had ceased ounts were 


hours after erage red-cell counts 


4.78 in group 2, 6 and 5.8 in 


The cx ) g values for 


group 3, 
group 4 hemo 
globin (g 
15.96, 


per were 17.03, 14 
The re 


and 17.30 respectively was no 


difference in the four groups in weight and 


general condition of the infants, but they were 


only observed for five days. On the other hand 


cord delayed cord clamping or 


both are 


stripping or 
a maximum placental 
shocked after 


after 


urged to effect 


tant who ire 


transfusion in tt 


a traumatic deliv inzemic a bleeding 


accident before labour, delivered by 


Cesarean section or born prematurely’. 


Nalorphine in Neonatal Asphyxia 
IN seven cases of neonatal asphyxia due to the 
effects of 
were obtained by J. A 


morphine or pethidine, ‘dramatic 
Chalmers and 


Obstetrics 


results’ 


cS. & (Journal of and 


Thornberry 


NOTES 2I1 
Gynecology of the British Empire, April 1954, 
61, 244) from the use of nalorphine (‘lethidrone’ ; 
N-allylnormorphine), the morphine antagonist 
The had not 
signs of a short 


cases were ‘infants who shown 


respiration within time ot 


delivery in cases in which the mother had been 


given morphine or pethidine during labour’ 


The dose was 0.25 mg. ‘obtained from ampoules 


of “lethidrone” containing I mg. in 2 c.cm 


(that is 1/20th of the present standard dilution 


of lethidrone’’ for adults)’, given intramus 


cularly or into the umbilical vein. Satisfactory 


respiration was established in each case within 


30 to 120 seconds. It is suggested that the drug 


may be of value, not only in cases in which the 


infant is born sooner than expected after a 


heavy dose of sedative, but also in cases of 


severe toxemia or eclampsia in which heavy 


sedation of the mother is required. ‘The authors 


also state that in ‘trial labour and in other pro 


longed arduous labours they ‘have beer 


encouraged to use sedatives more freely, and 


would 


had 


sometimes in larger dosage’ than ‘they 


have been prepared to use before [they 


had some experience of this drug’ 


Symphyseal Separation 
in Pregnancy 


[He incidence of excessive separation of the 
said to be 
Medical 


) reports having seen 


symphisis pubis in 
FitzGibbon (/rish Journal of 
1954, 77 


during the last nine vears, 


pregnancy 1s 
0.75 H 


tence, June p. 2 


five cases two oft 


these being seen within a few months of each 


other. Only once was an accident blamed for 


the condition—a patient who fell off her bicycle 


during the 22nd week of pregnancy, but symp 


toms did not develop till two weeks later. The 


condition usually occurs early in pregnancy 


between the 18th and 24th weeks this series 


but it may deve op dur uv the puerperium 


Phe pat 


of the 


ient complains of pain in the 


back when turnir gu be 1 ar 


cases, on the inner side of the thigl 


when walking. There is a characteristx 


dling’ gait d to the rocking movement 


pelvis. On palpation of the symphysis pubts 


a definite separation can be felt between the 


two pubic bones, with tenderness on moderate 


pressure \ definite movement at the jomt can 
be elicited if each pubic bone grasped and 
exerted in different directior 

X-rays reveal 


pubis with tlt of one 


pressure 


same time’ a marked widen 


the symphysis 


nominate bone and Poss ble git ubluxation 


of the sacro-ihac jot’. ‘Treatment cor t ! 


firm support to the pelvic girdle by means ol 


a strong canvas belt embracing the ala of the 


ilia and the great trochanters of the femora, and 





rHE 


prevented from riding upwards by straps pass- 
ing along the natal fold and around the thigh’. 
The insertion of a board under the mattress 
may alleviate the pain while the patient is lying 
in bed. The condition, which is more common 
in multipare than in primipare, does not cause 
any complication during labour, and the pain 
resolves rapidly in the puerperium 


Streptomycin Desensitization 
DwRING the last three years Raymond C 
(Tubercle, June, 1954, 35, 142) has 
tized six members of the staff of his hospital 
streptomycin 


Cohen 


desensi- 


who had become sensitized to 
Diagnosis of such sensitization is usually easy. 
The streptomycin reaction is characterized by 
the polymorphic nature of the rash, with 
urticaria and a tendency to fissuring predominat- 
ing, and by the presence of @dema and con- 
gestion of the eves. Cutaneous patch tests are 
unreliable, but doubtful cases can be tested by 
intradermal injections (10 to 50 ug.) of strepto- 
graduated subcutaneous doses of 


If there is 


mycin, or by 
10 ug., 100 ug., I mg., and 10 mg 
streptomycin 


no reaction to this last dose, 


sensitivity can be excluded. The recommended 


method of desensitization is as follows In 


cases of marked sensitivity the initial dose of 


streptomycin must be very small—as low as 
I microgram, but in mild cases an initial dose 
of 0.5 mg. may be safe. “Those cases who have 
been allowed to continue 
periods of time without desensitization seem to 


be particularly difficult, and should start with 


in contact for long 


very low doses’. Succeeding injections can be 
given daily until a reaction occurs but, once this 
happens, should not be given more often than 
Mild reactions do not pre- 


‘and the 


on alternate days 
clude a subsequent increased dose, 
simultaneous administration of an antihistamine 
helps to control them and does not appear to 
interfere with desensitization’. If a severe re- 
action occurs, this should be allowed to subside, 
renewing treatment—with 
the same that 
reaction. There is no need for the patient to be 
kept in bed 
essential that he 
under supervision, as occasionally 


or nearly so, before 


dose as which induced the 


during desensitization, but it is 


or she should be in hospital 


severe, and 


even dangerous, reactions may occur. 


Toxic Hepatitis Due to PAS 


IN reporting a case of toxic hepatitis due to 


PAS, W. M. Dixon (British Journal of Tubercu- 
losis and Diseases of the Chest, April 1954, 48, 
102) reviews the data available on the 26 cases 
(including his own) of this complication of PAS 
therapy which have been recorded in the litera- 


ture. Jaundice occurs twenty-two to forty-six 
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days after the start of PAS therapy, and the 


dosage necessary to produce jaundice varies 
from 163 to 820 grammes. It is preceded by 
pyrexia of sudden onset, and a rash. As a period 
of two to sixteen days may elapse between the 
rash and the appearance of icterus, it Is con 
sidered unwise to start desensitization until at 


after the last signs of hyper- 


month 
sensitivity have disappeared 
found in 18 of the 21 cases in which the blood 


diagnostic 


least a 
Eosinophilia was 


was examined and is considered of 


other forms of 


importance as it is rare in 
Other manifestations of 


nearly 


jaundice’, hyper 


sensitivity are always present: lymph- 


adenopathy (11 cases), angioneurotic edema (6 


cases), glossitis and stomatitis (3 cases), spleno- 
\nuria 


> 


megaly (2 cases), joint pains (2 cases). 


and exfoliative derma- 


occurred in three cases, 
titis in eight cases. Three of the cases proved 
fatal, but in one 


hypokalaemia was 


there was agranulocytosis, 


whilst present in another 


Treatment consists in immediately stopping the 


administration of the drug. It is important to 


ensure that no other salicylates are given. Pro- 


vided renal function is unimpaired, a high 
protein diet and ample fluids should be given 
helpful in relieving 
little effect on the 


Desensitization to 


Antihistamines may be 


symptoms but ‘seem to have 
progress of the hepatitis’ 


PAS is usually possible without great difficulty 


Cortisone and ACTH 

IN a review of three years’ experic 
sone and ACTH at the London Hospital, during 
which over 100 patients were treated, Clifford 
Wilson (London Hospital Gazette, April 
57, Clinical Supplement) sums up the present 


follows 


nce of corti- 


1954, 


these two preparations as 
ACTH have 


adrenal and 


status of 
‘Cortisone and a definite réle as 


therapy in pituitary 


substitution 


insufficiency respectively. Cortisone is of un 
doubted value in certain infections of the eye 
and probably in some forms of dermatitis. Good 
been obtained in _periarteritis 


results have 


nodosa, less satisfactory in disseminated lupus; 
continuous maintenance therapy may be neces 
sary in these disorders. Red cell destruction may 


be controlled in acquired hemolytic anemia 
Cortisone does not appear to influence the in 
flammatory process in progressive nephritis but 
may be of value in the treatment of resistant 
cedema. In severe acute rheumatic carditis which 
appears likely to prove fatal, the use of cortisone 
with against 


In rheumatoid and related forms 


is justifiable, proper precautions 


fluid retention 
of arthritis, cortisone benefit 


may undoubtedly 


patients during the early stages by prevention of 
damage and by facilitating other 


Its continued administration 


structural 
remedial measures 
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in chronic active forms of the disease is prob- 


lematical and will always need considerable 


supervision 
addition t 


In any case it can only be regarded 


as an the various therapeuti 


measures which are already employed in chronic 


rheumatoid arthritis’ 


The Heel in Rheumatoid Arthritis 
Ac CORDING to | G. I By Innals of the 
Rheumatic Diseases, March 1954, 13, 42), lesions 
of the heel occur in 2 3 »f cases of rheuma 
toid arthritis, the 
symptom. The L te 
‘(i) A sub-Achilles bursiti 


} 


waters |{ 


presenting 


lesi one of two forms 
s which erodes the os 


An 


Os calk 18 


bursa (11) 


the 


finally literates the 
the 


by fibroid-containing t 


calcis and 
erosion of plantar surface of 
losely resembling 
dul nves details of 19 


rhere 


the shox 


a rheumatoid mn 


cases of the former is pain on 


walking and on with 


tenderness o1 surface 
of the os calcis a e insertion of 
The app 

; 


than usual, or may | localized 


posterior 
the 
broader or 


tendon 


tendon flatter 


swe lling 


near its insertior tendon there can 


be palpated 2 
the 


ire uctui 1aSS 


occupying 


between tend d ankle and pro 


Radio 


kone can be 


spac As 


truding on either tendon’ 


logically, rarefactior ibjacent | 


demonstrated. Bi three « showed 


is¢es 


a mass of rheumat inulat ssue, hyper 


plastic membrane large collections of 


plasma cells and mp cytes, embedded in a 


mass of myxomatous connective tissue’. Con 


servative local measures usualls give relief, but 


if the condition causes severe pain or disability 
When the 
the 


excision may be plantar 


necessary 


aspect of the bone is involved provision of 


a soft pad beneath the heel or a. padded ring 


usually gives relief 


Colitis 


colectomy 


Cancer and Ulcerative 


IN a series of 120 total specimens 


removed from patients with ulcerative colitis, 


treatment had failed to arrest 


the progress of the disease, and in 


in whom medical 
whom there- 
resorted to as 
ing n ’ Cuthbert |! Dukes 
the Royal ¢ lege of Surgeons of 
14, 359 


undergone 


fore ‘colectomy was eventually 
a lhife-sav 
(Annals of 


England, 


specimens 


June 1954 found seven 


had 


This gives 


which malignant 


degeneration an incidence of 5.8‘ 


The average age of the vears 
Dr 


we are 


patients 
Dukes comments: ‘In \ 


justified i ivi 


was 42 
ew of this evidence 


now g that any patient 


in whom severe ulcerative colitis has lasted 


more than 10 to 15 years has entered a phase of 


life when intestinal cancer has become a definite 
risk. The f r l still 


danger of cancer will increas« 


AL NOTES 


further as the years pass by Of course the 


risk of cancer is not in itself sufficient to justify 
for 


sometimes 


colectomy if there is no other indication 


such radical treatment, but it ms 


be considered as an additional argument in 


favour of colectomy in a long-standing case of 


ulcerative colitis. However, usually when severe 


ulcerative colitis has lasted for 10 years or more 


there are sufficient indications for surgical 


treatment on other grounds’ 


Treatment of Hyperidrosis 

results reported by E. | 
York State YFournal of Medicine 
1954, 54, 1494) from the use of methy! 
prominal’) in 


SATISFACTORY 
Re der (Ne 

May 15, 
phenobarbitone 


the 


are 


(‘phemitone 


treatment of ‘those cases of excessive sweat 


ing where emotional factors play an important 
role’. This conclusion is based upon the results 
a series of 99 patients with hyperi 
of the 


one ot 


obtained in 
their psychoneuroses 


states. Ir 


drosis ‘selected for 


anxiety and tensior every cas¢ 


the outstanding symptoms was excessive sweat 


Phe 


atter 


thrice 
control’ of the 
doubtful 


ing dose was 32 mg. by mouth 


daily meals. ‘Excellent 
hyperidrosis was obtained in 91 cases 
no change in six, and increased 


The 


action of methylphenobarbitone 1s 


results’ in one, 


weating in one rationale suggested for 


this that ‘it 


produces more tranquillity and less narcosis in 


and that it 1s 


the 


other sedatives 


the 


anxiety states than 


able to ‘reduce adequately ictivity of 


diencephalon when employed in an amount 


the hypnotic or anawstheti« | 


below | 


Oxygen and Labou 

( \. Notter (J 
the 
oxygen to the parturient mother has a beneficial 


a Presse Médicale 


administration of 


ACCORDING to M 
May 22, 1954, 62, 786), 


effect. This conclusion is based upon the results 


in 48 confinements: 26 mothers were giver 


xygen through a loosely fitting mask, and 22 
a tightly fitting mask which 

The 
when the 
the 


group, 11 


received it through 


gave a local concentration of 60 oxygel 
cervix 


child 


went 


was administered from the time 
fully i birth of 


dilated until the 
Of the 


Was 


21 multipare in the first 


labour without ny 2S " 


did 


Of the 15 multipara receiving oxyget 


through 


analgesic, as one of the five primipara wu 


this group 
two asked 


the 


through a tightly fitting mask, only 


two of 
did not 
48 mothers requifed 


anesthetic, whilst seven 
this group 


Onlv one of the 


for an 
primipare in require an 
inasthetic 
forceps. It was found that, if the tight-fitting 
tolerate 
they 


the 


was u ed, the mothe rs could only 


half ar 
complained of the 


mask 


hour at a ifter this 


heat 


it for 
vness of 


mouth 
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REVIEWS OF BOOKS 


Texthook of Operative 
WILFRED SHAW, M.D., 
Edinburgh: E. & S. Livingstone 
1954. Pp. ix and 444. Figures 
Price £5. 

ANOTHER British book on operative gynecology 

This 


being 


Gynecology By 
F.R.« dee F.R.( .0O.G, 
Ltd., 
382. 


welcomed for we have not many 


British 


can be 
one conforms to tradition in 
descriptive of one man’s approach rather than 
being an encyclopedia of all possible operations. 
In one way therefore it achieves a better balance 
and one can read with pleasure Shaw’s prose 
accurate and succinct. In another way it must 
suffer because inevitably some operations will 
be presented with greater interest than others 
the sections on prolapse are less 
clear than those on abdominal procedures 


book like this, of 


size, attractively written, and exceptionally well 


For example, 


To produce a reasonable 


illustrated in a modern style, must be a fortunate 
combination of author, publisher and circum- 
stance 
that Shaw himself did not live to see his lifework 


't seems a happy book and the tragedy is 
thus enshrined. It may now be said of him, as 
of Wren, ‘si 
Livingstone’s are to be 


monumentum frequiris, circum- 


spice’ congratulated 


for letting us have the opportunity of enjoying 


this memorial to a great surgeor 


Preservation and Transplantation of Normal 
Tissues. Eptrep BY G. E. W. Wo LSsTEN- 


HOLME, O.B.E., M.B., AND Mar- 
GARET P. CAMERON, M.A., A.B.L.S. Lon- 
don: J. & A. Churchill Ltd., 1954. Pp. 


xii and 236. Illustrated. Price 25s. 


3.CH,, 


THIS is a report of seventeen papers read at a 
successful colloquium held under the auspices 
of the Ciba attended by 45 


experts trom five 


Foundation and 


different countries, and 
representing such diverse scientific disciplines 
as biology, biophysics, pathology, blood trans- 
tissue culture, surgery and 


alternative title for the 


fusion, immunology, 
ophthalmology. An 
symposium might well have been “The Potential 
Stored 

A. S 
the preservation of tissues at low temperatures, 
work re- 


Tissue’ and, as was 


Parkes, a pioneer in 


Immortality of 
pointed out by Dr 
research 


the ultimate object of the 


‘spare parts’ for everybody. 
this 


astonished to discover 


ported is to provide 


Anvone whose interest in subject has so 


far been casual will be 


the extensive clinical and surgical use which 


can be made of admittedly dead tissue, and it 


is most encouraging to find that the experts are 
hopeful of persuading the human donor to 


accept a homograft and to allow its cells not 


to exercise their function in 
host. The last 
technique for main 


bank, will 


only to form but 


another human paper in the 
series, an account of the 
taining the stock of a modern tissue 
certainly arouse interest 
The 


justification, be 


adjective ‘fascinating’ can, with every 


used to describe the work 
book, but it is 


fascinating—it forecasts one of the 


reported in this more than 
main trends 


of surgery in the future 


Illustrated Review of Fracture Treatment. 
By Freperick Lee Liesoit. Los Altos, 
California: Lange Medical Publications, 
1954. Pp. 229. Price $4. 

Tus pleasant little book has been written for 


Figures 605. 


the medical student, the house officer and 


the general practitioner’. It is no more than an 
makes no pretence at 
The 


mechanism of most of the 


illustrated catalogue; it 
being a complete manual 


trate the 


pictures 

usual 

fractures in a way that has rarely been attempted 
The 

illustrated by 


In almost all 


previously. fractures themselves are 


strikingly anatomical drawings 


instances these pictures are 


Like a 


could 


superior to reproductions of x-rays 


large general store it 


interest diverse types of 
or nurses. It should be left about to 
flicked 


a contemplative 


catalogue of a 
casually practitioner 
be picked 
through from time to 


up and time or 


read at moment 

This is the 
find tattered and torn in a corner of the resi 
It will be 


referred to by the casualty officer faced with an 


book that one would expect to 


dents’ room in a provincial hospital 


j 


unusual problem of first-aid splintage 


Der Herzkatheterismus bet Angeborenen und 
Erworbenen Herzfehlern. By Pror. Otto 
Bayer, Dr. FRANZ LOOGEN AND Dr. H. 
HELMUTH WOLTER. Stuttgart 
Thieme, 1954. Pp. xii and 191. Figures 
131. Price DM. 26. 

THE first part of this monograph is devoted to 


Georg 


and 
whilst the 


a detailed description of the technique 


method of cardiac catheterization, 
clinical 


heart 


deals with its application in 
The 


chapters on technique and method are detailed, 
illustrated 


second 


congenital and acquired disease 


clearly arranged and well There is 


also a full section on the complications which 
may be met during, or as a result of, catheteriza- 
tion and the authors warn against the indis- 
method by the 


importance of 


criminate use of the 
The 


catheterization findings in the light of the general 


inex 


perienced. interpreting 


clinical picture is stressed. The main congenital 
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heart lesions are considered individually and the 


help which may be obtained from cardiac 


catheterization in each is discussed. The appli 
cation of the method to the 


heart 


assess- 


quantitative 


ment of acquired lesions, in particular 


mitral valve disease, is described 


Hospital and Community. By 'T. FERGUSON 
M.D., F.R.F.P.S., F.R.C.P.Ep., AND A. N, 
MacPuali., M.c., M.D. Oxford 
sity Press; London: Geoffrey 


Univer- 
Cumber- 


lege, 1954. Pp. ix and 157. Price gs. 6d 


“WHat do we real want of our hospital 


service?’ is the challenging question posed by 
cumented study, 


Nuffield 


consists 


the authors of this carefully d 
egis of the 
Ihe 


inte grated 


which is published under the 


Provincial Hospitals Trust book 


of two separate but close studies 


mixed’ Scottish counties, with 


halt 


One was of two 


a combined population of a million, which 


seven received 
The 
men 
West of 
scharge from hos 


showed that one person in every 


hospital treatment in the course of a year 


unselected 


other was of an group of 705 


treated in four vitals in the 
Scotland 


pital it was found that 171 


acute’ hos} 
Two years after d 
had died, ‘many’ of 


} 


whom left hospital ‘in really good shape’ but 
‘broke thei 
conditions at home or work 

two-thirds ‘could be 
derived 


hospital care’ 


return to unfavourabk 


Of those 


down on 
still alive, 


only regarded as having 


substantial and lasting benefit from 


The 


merely wasteful to spend large sums on expen 


authors’ thesis is that ‘it is 


sive hospital care, only to return a man to living 


and working conditions that are almost certain 


to drive him back to hospital in a few months’ 


This is a book which deserving of the most 


health 


layme n 


1] 


careful study by all c 
of the 
Glasgow may have some of the 
the but the 


ncerned with the 


nation—whether doctors or 
worst housing 


conditions in country, available 


evidence suggests that the depressing features 
of this report are by no means unrepresentative 


of what is happening in many industrial centres. 


The Power of Poison. By JoHN GLAISTER, 
M.D., D.SC., F.R.F.P.S., F.R.S.E. London: 
Christopher Johnson Publishers Ltd., 
1954. Pp. 272. Illustrations 6. Price 18s 

As was too well exemplified only last year, in 

the Merrifield the 

committing murder by poisoning is still with 
us. In this book, the Regius Professor of Forensic 

Medicine in the 

cusses the whole subject in an authoritative, yet 


case, gruesome crime of 


University of Glasgow dis- 
non-technical, manner. ‘Establishment of proof’, 
‘poison or disease?’, and ‘evidence of poison’ are 


among the problems discussed, and two par 


OF BOOKS 


levoted 


and the 


ticularly interesting chapters are those 
to the present state of the poison law 


subject of certification of death. Professor 


Glaister is perhaps at his stimulating best in the 


chapter on methods and motives All the 


points raised are illustrated by actual cases, and 


the book concludes with four chapters dealing 
case ol 


1575), 


with four famous trials: the 
Mari Chantrell 
Adelaide Bartlett 


farm cas¢ 


in detail 
(Edinburgh 
London 1886), the 


Eugéne 
the case of 
1940), and the re 
‘This ts a book which should 
practitioner ul 


Oxgang (Glasgow 


cent Merrifield case 
only as a 


be read by every 


reminder of the important part he plays m the 


Medical 


excellent introduction to their study of 


detection of these cases udents will 


P. Pavlo His Life and Work By 
I \. AsratyAN. Moscow: U.S.S.R 
Academy of Sciences Publishing House 
1949; Collet’s Holdings Ltd 
1953. Pp. Illustrated. Price 3s. 6d 


London 
164 


C1 EF bi graphy 


leads to an account of 


s work. In factual 


so far as this remains 
interest marred by 


It is 
extravagant adulation of the 
This 


passionate militant materialist 


full of however, 


hero on almost 


every page giant of scientific thought 
blazing genius’, 
many-sided and original work 


to make 


Darwinism 


rich, colourful 


Ihe author tries, not very honestly out 


that Pavlov supported the ‘Soviet 
Reacti 


including 


of Michurin and Lysenko ynary scientists 


of capitalist countries’, Sherrington 


and Starling, come in for vitriolic abuse on 


account of their ‘noxious philosophy of ideal 


ism’ and their appropriation of the 
} 


repugnant 


discoveries I scientists opec stress 1s 


ficance of Pavlov’s work for the 
Marx, Engels 
f Pavk 


person 


laid on the signi 


dialectical materialism of Lenin 


and Stal ‘h I 1otographs and the 


translation, unnamed, are 


me 
excellent 

NEW EDITIONS 
Idvances in Surgery, by Harold Edward 
edition (J. & A 
first 


Recent 
C.B.E., ; fourth 
Churchill Ltd., 40s.) 
edition of which appeared in 
the last 


secure plac © in 


M.S., F.R.C.S., 
This book, the 
19258, has 


established a 


luring 
quarter of a century 


surgical literature. Today no 
postgraduate would venture to present himself 
the | 


higher surgical 
diploma without having read 


before examiners for any 


marked, learned 
and attempted inwardly to digest the abundant 
nutritive material it contains 


Mr. Harold 


for the phenomenally successful 


Edwards, who was responsible 
third edition, 


has on this occasion distributed the discussion 
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of the more recent surgical advances among a 
brains trust of sixteen contributors, men out- 
standing in their special spheres, whilst keeping 
many of the more 


the general direction and 


difficult sections in his own hands. Among the 
chapters which will be found particularly useful 
by the candidate for the Fellowship may b« 


mentioned those on electrolyte balance, on 


antibacterial therapy, on the surgery of the 
blood vessels, on modern methods in the treat- 
ment of malignant disease, and on neurosurgery 
Vedicine John 


K.B.E., M.¢ D.M., > and 


Textbook of edited 
Conybeare, 
W. N. Mann, M.D., F.R.c.P., celebrates its first 
quarter of a century by appearing in an eleventh 
edition (E. & S 


« hange s have 


Livingstone Ltd., 37s. 6d.). Two 
taken place in the team of con 
tributors. Dr. Denis Brinton has taken over from 
Sir Francis Walshe the 
and Dr 


Desmond Curran in the 


sectior on me urology, 


Maurice Partridge has joined Dr 


writing of the section 


on psychological medicine. All the sections have 


undergone careful revision, and a useful new 


appendix has been added on cortisone and 


ACTH. It is not difficult to understand why 
retained its with 


this book has popularity 


medical students of succeeding generations. It 
hits the happy mean between the potted cram 
book and the full-blown 
maintains that sense of perspective and balance 


work of reference, and 


which is so essential for the proper under 


standing of clinical medicine 


Tract, by H. P 


CH.B., F.R.C.S., 


Stone in the Urinary Winsbury- 
White, M.B., second 
(Butterworth & Co. (Publishers) Ltd., 63s.) 


Although this is entitled the second edition, it 


edition 


would be fairer to regard it as a new publication 


In the first place a long interval has elapsed since 


the publication of the first edition twenty-five 
years ago. Secondly, the present volume is con- 
siderably larger and of much more importance 
to the genito-urinary It has the 
merit of expressing the opinions of one surgeon 
benefit of his particular ex- 


surgeon great 
and giving the 
perience in such an important field of surgery. It 
is beautifully produced and illustrated and will 
well repay perusal by all who are interested in 
the surgery of stone. In the first edition there 
was an enormous bibliography and it is an 
advantage that this has been reduced to more 
manageable proportions, concentrating on those 
publications which are of real importance. The 
notable 


author is to be congratulated on a 


achievement 


1 Primer of Cardiology, by G. E. Burch, M.p., 
F.A.C.P., second edition (Henry Kimpton, 42s.) 


To produce a textbook of cardiology these 


PRACTITIONER 


days, which contains neither electrocardiographs 
nor X-rays, requires considerable courage. But 
this is what Professor Burch has done and, at the 
same time, convincingly demonstrated that, for 
an introduction to the subject, line drawings and 
representations are much more 


his Is al 


Fundamentals are 


diagrammatk 


effective than the originals idmirable 


introduction to cardiology 


stressed and rarities eschewed. It 1s rather un 


usual to find Eggleston’s method of massive 
Dut if ts 


digitalis therapy being recommended 


refreshing to find such dogmatic common sense 
as ‘Hypertension cannot be cured today nor ts 
there any therapy for essential hyper 


specific 


tension. The sooner the doctor and the patient 


realize this, the more effective therapy will be 


his 1s a book which deserves a wide circulatior 


Thoracic Surgery, by Richard H. Sweet 
edition W B 


50s.) Books on thoracic 


second Saunders Co 

surgery are rare and 
when such an experienced exponent as Dr 
reader 1s 


Chis 


with anatomical 


Sweet gives his hand to the task the 


presented with the fruits of long practice 
work is concerned principally 
procedures ind the 
lies in the 
learned 


Dhere 


descriptions and operative 
only real criticism that can be made 
assumption that chest surgery can be 
from the books and not at the bedside 
branches of which the 


can be few surgery wu 


path of the surgeon is so strewn with thorns, and 
not all Dr 


keep the surgeon out of trouble at times. The 


sweet Ss advice and descriptions Cal 


book opens with an excellent description of the 
anatomy of the thorax with special reference to 
the segmental anatomy of the lungs which plays 
lung resection in 
A section on the 


low though 


such an important part in 
tuberculosis and bronchiectasis 
general aspects of technique fol 
some of this reads like an instrument catalogue 
Detailed descriptions of individual operations 


book and 


which are in current use. The pro 


occupy the remainder of the include 


only those 


cedures are admirably described and illustrated 
particularly in reference to lung resection and 


operations on the csophagu the same can 
be said for the section on operations performed 


Heart 


not quite so clearly discussed, possibly 


transdiaphragmatically operations aré¢ 
because 
the illustrations are small and neither sufficiently 
lifelike nor diagrammatic to help the text. It is 
also doubtful if some of the views expressed on 
diaphragmatic hernia would meet with the full 


approval of all thoracic surgeons 


rhe contents of theS 
on ‘Dise 


m page ix 


mposiun 
ymposiu 


Notes and Preparations, see page 
Fifty Years Ago, see page 22 
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Scholarship ({.250), and four ordinary research titioners to Public alth | 
scholarships ( {206 Applications must be made undertaken free of charge 

not later than March 1, 1955. Further details of The Malaria Sub-Committee 
these prizes and scholarships can be obtained or Medical Research Committe¢ 


application to the Secretary, British Medical issued a 
Association, B.M.A. House, Tavistock Square, the 


London, W.C.1 


memorandun , 
use of antimalar 


June 26, 1954, p 
currently approved meth« 


TUBERCULOSIS EDUCATIONAI 
INSTITUTE BRITISH EMPIRE CANCER CAMPAIGN 


\ REFRESHER course for doctors on HE annual report coverir 
and its implications’ is to be held o tinuous, 
27-October 1, and another for nurses, of a machine 
visitors, social workers and administ ously 


Psychological and social problems of the been prepared, n« 
tuberculous’ on September 28-October 1. Both any tumours in m t 

courses will be held in Bristol. Full details may testing. A statistical invest 
be obtained from the Secretary, Tuberculosis blood group A is commo 


Educational Institute, Tavistock House North, cancer of the rectum and 
Tavistock Square, London, W.C.1 the general population. Conversely 


\ is less commor ind blood group 


FOOT HEALTH EXHIBIT common in patients with 


pepti 
T pet 


UNDER the zxgis of the South Gloucestershire Hospital for Sick Childret 
Health Committee and the Foot Health Educa- Street, 


tional Bureau of the Central Council for Health in the 


regressive changes have 
tumours of four of « 

Education, a caravan housing a Foot Health blastoma (one of the more commor 
Exhibit will tour clinics and welfare centres in 


diseases of childhood) treated with \ 
South Gloucestershire area from September At Bristol, a 60 


23. The caravan will stop at a different span has been no 


lay, and there will be an evening’ carcinoma of the pro 
programme of lectures, films and discussions beestrol. At St. Mark’s Hospital 


i. 


Mr. T. T. Stammers, F.R.C.S., will lecture to on into the incidence of cancer in 55 
health visitors, parents, teachers and members of which cases of polyposis have 


the public on September 14 hown that 


among 1,036 members n« 
o8 are known to have suffered fron 
MALARIA IN GREAT BRITAIN 
[He Ministry of Health draws attention to the 
fact that the numbers of reported cases ol 
nalaria in this country have been increasing 
The General Register received 177 I deaths) was 5 
notifications in 1951, 3 n 1952 and §59 in t rectum treated 
953. The increase has occurred mainly in <cision 
embers of H.M. I rces returning from Korea, 
Hong Kong an 
ilaria was fr 
mh 1953 there 
South Lo 
tropics 
having a pr 


entering civil 
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schizophrenic cases and of the psychoneuroses, 
especially those associated with alcohol and 
drug addiction. Acutely disturbed cases of 
mania ‘have been much less in evidence’, and 
not a single case of general paralysis of the 
insane was admitted during the year. In dis- 
cussing the treatment of schizophrenia the 
comment is made that ‘none of the cerebral 
operations so far tried has produced anything 
like convincing results’, and no such operation 
was performed on a patient with schizophrenia 
during 1953. On the other hand, insulin coma 
therapy is considered of value: ‘a rise of 10 or 
15% in the of this pernicious 
disease is certainly worth while, especially if the 
average duration of the is shortened’. 


recovery rate 


illness 


Leucotomy was performed in four chronic de- 
pressive cases: two gave excellent results, one 


had quite a good social recovery, and the other 
was a complete failure. (The Retreat, York.) 


TUBERCULOUS STUDENTS 
Tue British Student Tuberculosis Foundation 
Ltd. (see also The Practitioner, 1952, 169, 323) 
announces that the experimental studeni re- 
habilitation centre which was opened at Pine- 
wood in September 1952, has now dealt with 48 
students; 16 are at present and 
eight are ready to go there as soon as vacancies 


in residence 


arise. Applications are pending from a further 
16 students. This summer the Foundation is 
opening two other units for students in the active 
treatment stage: one for women at High Wood 
Hospital, Brentwood, Essex, and one for men at 
Kettlewell Hospital, Swanley, Kent. Con- 
sideration is also being given to the establish- 
ment of a further unit for men in the active 
treatment stage at Tor-na-dee, near Aberdeen. 
It is estimated that the Foundation 
annual income of between £4000 and £8000, In 
addition, donations of books and pictures and 
Linguaphone records would be of much help. 
Full details of the work of the Foundation can 
be obtained from: Donald Bell, B.A., Secretary- 
Administrator, British Student Tuberculosis 
Foundation Ltd., 59 Gloucester Place, 


don, W.1. 


needs an 


Lon- 


G.P’S IN HOSPITAL 
Tue Liverpool Regional Hospital Board have 
accepted a recommendation of their medical 
advisory council that the employment of general 
practitioners ‘would undoubtedly be of great 
assistance in those hospital management com- 
mittee groups where difficulty is experienced in 
appointing junior medical staff and have 
accepted the general principle of the appoint- 
ment of clinical assistants in suitable hospitals’. 


LOUIS JENNER 
THE June issue of the St. Thomas’s Hospital 


PRACTITIONER 


Gazette is a special Louis Jenner Issue, pub 
lished to commemorate the fiftieth anniversary 
of the death of Louis Jenner, who died on June 
2, 1904, at the early age of 38. He was the 
fourth son of Sir William Jenner, the famous 
physician of Victorian days, who was President 
of the Royal College of Physicians and Physiciar 
to Queen Victoria. It was only three years after 
qualifying that Louis Jenner appointed 
superintendent of the new clinical laboratory 
which had just been opened at St. Thomas's 
Hospital, and which was named after him in 
1904. It was while he held this appointment that 
he developed the method of staining known to 
all hematologists as ‘Jenner Stain’. His early 
death was due to a B. typhosi infection acquired 
at the Lister Institute where he was carrying 


was 


out research into the action of the toxins of this 
organism. 


RECORDS 
Organization 


DUTCH AND DANISH T.B. 
AccorDING to a World Health 
Statistical report, the world’s lowest mortality 
from tuberculosis in 1953 was recorded in the 
Netherlands: 9.2 deaths per 100,000 popula 
tion. Denmark was next, with 9.6 deaths per 
100,000 population. An interesting feature of the 
Danish figures is that for two months in 1953 
July and August—Denmark had the lowest 
mortality from tuberculosis ever recorded: 5.2 
per 100,000 population. 


MORTALITY IN 


figures for 1953 published by the 


1953 
PROVISIONAL 
Registrar General show that deaths from acute 
poliomyelitis were 320, compared with 275 in 
1952. There were only 345 deaths from tubercu- 
lous (882 in fron 
diphtheria. There was a decline in the number of 


meningitis 1951), and 23 
deaths from gastric and duodenal ulcers, which 
totalled 5,126, compared with 5,884 in 
Deaths from appendicitis were also down 
There were 932 


1952 
goo 
compared with 1,045 in 1952. 
deaths from accidental poisoning (843 in 1952 
and 703 due to accidental burns (831 in 1952) 
There 4,754 (4,338 in 
1952). Malignant neoplasm of trachea, bronchus 
15,133 deaths 
and arterio- 
(61,429 In 


were cases of suicide 
and ble f 
and lung was responsible for 
(14,218 and coronary 
sclerotic for 61,750 


1952). 


in 1952), 
heart disease 
“THE M.S. NEWS’ 

Tue first issue of The M.S. News, the official 
organ of the Multiple Sclerosis Society, which 
is to be published quarterly, contains a message 
from the Minister of Health. The total member 
ship of the society is now 1,847. It is reported 
that a number of neurologists in the United 
Kingdom have offered voluntarily to serve on a 
medical panel, the function of which will be to 


CONTINUED ON PAGE 222 
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a drug of choice against 
staphy lococe) because of the high 
incidence of staphylococcic resistance 
to other antibiotics 
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act in an advisory capacity to the council of the 
society. (The Multiple Sclerosis 
Grosvenor Crescent, London, S.W.1.) 


pociety, oO 


BACCALAUREATE FOR MEDICAL 
SCRIBES 

AccorDING to the Yournal of the 
Medical Association (May 29, 1954, 155, 499), 
the first four-year collegiate courses in medical 
journalism and writing leading to a bachelor’s 
degree are to be inaugurated in September at 
the University of Illinois, Urbana, and the 
University of Missouri, Columbia. 


American 


PUBLICATIONS 

Surgical Forum presents in a collected form the 
research papers on surgical subjects read at the 
thirty-ninth Clinical Congress at the American 
College of Surgeons in October 1953. The book 
is not one for the general reader, unless he is 
himself pursuing some line of research. It is on 
the other hand one which every surgical library 
must possess, and one which every surgeon and 
every candidate for a higher surgical degree will 
wish to consult. It represents the front line ef 
surgical advance. This volume differs from its 
predecessors in that each section is prefaced by 
a brief introduction written by some surgeon 
interested in the branch of work dealt with in 
that section. This is an innovation, 
and one that should be expanded in future years 
Harris B. Shumaker introducing the research 
work on the blood vessels has admirably filled 
this useful role, and Michael Mason and I. B. 
Ravdin have done the same in lesser degree with 
wounds and plasma substitutes. A most stimu- 
lating book. (W. B. Saunders Co. Ltd., 
price 50s.) 


excellent 


Progress in Neurology and Psychiatry, Vol. VIII, 
edited by E. A. Spiegel, mM.p.—An annual 
volume with over three thousand references and 
sixty contributors calls for great powers from an 
editor. The subjects range from pharmacology 
and neuro-anatomy, through neurological radi- 
ology, electrophysiology to every aspect of 
psychiatry. It contains therefore a 
cognate information and illustrates how wide are 
the articulations of neuropsychiatry. Consider- 
ing how condensed the articles must be, the task 
seems well done, but one is left wondering 
whether such frequent surveys serve their pur- 
pose as well as, say, the quinquennial survey of 
psychiatry published by the Journal of Mental 
Science, in which, with the long period covered, 
a certain discreet winnowing is achieved. But 
for those who need immediate reference to a 


mass of 


particular aspect of their subject, and are pre- 
pared to be critical as well as wide in their 
THE PRACTITIONER: 50 Years Ago See page 223 
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survey this book can be commended warmly 


(George Allen & Unwin Ltd., price 7os.) 
Refresher Course for General Practitioners 
Second Collection is a sixty 
reprinted from the British Medical Journal. As 


heterogeneous as the Josephean coat of many 


series of articles 


colours, it ranges from Wakeley on ‘diseases of 
the nipple’ to Sydney Smith on ‘alleged rape’, 
taking in its stride Clifford Scott on ‘indications 
for and limitations of psychoanalytic treatment 
and Walton on ‘the basic principles of atomic 
structure’. (British Medical Association, price 
25s.) 

Recovery Homes is a report of an inquiry into 
the working of recovery homes and their value 
to the hospital service, carried out by the con- 
of the King 
It defines 


valescent homes’ committee 
Edward’s Hospital Fund for London 
a recovery home as one which provides accom- 
for patients in whom the disease has 


or the risk of com- 


modation 
definitely 
plications after operation is only slight, so that 


begun to abate 


with proper care and nursing the patient is 


The major con- 
that ‘Recent 


likely to progress to recovery’. 
clusion of the committee is 
advances in treatment, especially the control of 
have 


infections by antibiotics, 


and 


sepsis and 


rendered it advantageous to 


transfer from hospital a number of patients at an 


possible 


early stage of recovery to a simpler institution 
may be referred to as a “ recovery 
(King Edward’s Hospital Fund for 


Old Jewry London, E.C 


which 
home”’’ 
London, 10 
price 1s.) 


Expert Committee on Rheumatic Diseases, First 
Report, No. 78 of the World Health Organiza- 
tion Technical Report Series, stresses the need 
for statistical studies of the prevalence and in- 
cidence of the rheumatic diseases, and makes 
suggestions as to how these can best be carried 
out. Annexes include a provisional classification 
of the rheumatic based upon the 
classification drafted by a 
International League against Rheumatism, and a 
‘summary of recent studies of the 
prevalence and incidence of the chronic rheu- 
Conybeare of the 
Office, 


dise ases, 


committee of the 
statistical 
matic diseases’ by Dr. E. T. 


Ministry of Health. (H.M. 
od.) 


oOtationery 


price Is. 


Ultra-violet Counter-irritation Therapy in Rheu- 
matic and Allied Diseases is described as ‘an 
historical survey, together with indications and 
technique’. Copies of the leaflet can be obtained, 
free of charge, on application to Hanovia Ltd., 
Slough. 
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Impacted Wax 


Removed swiftly and safely 


Even severely impacted wax can now be safely loosened, 
softened or dissolved by Cerumol. Pressure syringing is no 
longer necessary. 

Cerumol was clinically tested in a London hospital and is an 
accepted product for use in a large number of hospitals and 
general practices throughout the country. It is included in 
Category No. 4 in the Classified List of Proprietary Preparations 
ssued by the Ministry of Health, and may therefore be pre- 
scribed on N.H.S. form E.C.10. Price under the Nationa 
Health Scheme, 2s. 8d. per 10 c.c. vial with separate dropper 


Also packed in 2 oz. and 10 oz. bottles for hospital use 


Safe, Efficient, Anti-bacterial. Saves Time and Trouble. 


Obtainable through your Chemist. 


CERUMOL 


Reg? TRADE MARK 


EAR DROPS 


A Product of The Laboratories for Applied Biology Ltd., 
London, N.16. 


Professional sample and literature available on request from the distributors 


TAMPAX LIMITED, 
Medical Department, 110 Jermyn Street, London, S.W.! 


Telephone : Whitehall 8696 
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New sublingual/sublabial tablets 


SUBLINGS 


for the administration of 
Methyltestosterone or DOCA 


In Sublings the active principles are incorporated In an 
inert water-soluble, wax base which ensures that the tablets 
are readily dissolved and the hormone totally absorbed. 
Their smoothness of texture eliminates oral soreness and 


their agreeable flavour encourages retention in the mouth. 


@ COMPLETE HORMONE ABSORPTION 
@ IDEAL SURFACE AREA 
@ ECONOMICAL 
@ PLEASANT 








SUBLINGS SUBLINGS 


METHYLTESTOSTERONE DEOXYCORTONE ACETATE (DOCA 


Tablets containing 5, 10 or 25 mg. methyl- Tablets containing | img. deoxycortone 
testosterone ; supplied in bottles of acetate ; supplied in bottles of 25, 100, 
25, 100, 250, 500 and 1,000. 250, 500 and 1000 





Literature on request 


ORGANON LABORATORIES tLtTD 


BRETTENHAM™M HOUSE, LANCASTER PLACE, FS 
Tel. : TEMple Bar 6785-6-7. 0251-2 Grams : Menformon, Rand, London 
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A poor, weak, palsy-stricken 


most original com- 
fifty 
\ Form of Senilism’, and 


THE interesting and 


munication in The 


most 
Practitioner years ago 
is entitled ‘Progeria 
is contributed by Hastings Gilford, F.R.C.S.., 
Reading Dis- 


condition is 


Consulting Surgeon to _ the 
pensary. This 
considered by the author to represent a pre- 
mature affecting the body as a 


whole, and arising in an individual in a state of 


extremely rare 


senile decay 


infantilism. He describes three cases in which 


this 


beginning without evident cause, was ‘charac- 


‘peculiar and strongly-featured disease’, 


terised by a mixture of immature 
development on the one hand, and of premature 
They 
from senile decay, one at the age of 17, another 
at 18 [see figure] and the third at 43. The two 
more pronounced cases were remarkably alike 
In stature they 
respects they looked like old men. They were 
bald with the 
exception of a sparse growth of grey or colourless 
hair. Their 
wasted, and did not 


curious 


old age on the other died apparently 


were children, but in other 


lean, weak, decrepit, and were 


skins were dry, wrinkled, and 


conceal the underlying 
tendons and veins . \ post-mortem examina 


tion was made of one of them, and the same 
extraordinary mixture of youth and of seeming 
old age was found to characterise the various 
internal 


abnormality of the 


evidence of 
After a 
very thorough search Gilford could not find 
‘Yet it is 
not easy to believe that a disease which presents 


organs’. ‘There was no 


endocrine glands 


any other cases of progeria recorded 


such strong, well-defined features should so long 
have escaped recognition. It might be thought 
that such a disorder would have been sure to 
attract the attention of the sensationmonger, but 
in not one of the well-known works on wonder- 
ful or remarkable characters, giants and dwarfs, 
or similar 


wonders, “‘curiosities of medicine’, 


books on human oddity, does there seem to be 
any reference to cases which might correspond 
to that which has been described’. To this day 
the etiology of progeria remains obscure, and 
inevitable 


no treatment is known to stay its 


progress. Hastings Gilford (1861-1941) studied 


medicine at Guy’s Hospital and, after serving 
as clinical assistant at the Evelina Hospital for 
Sick Children, Reading, 


spent the rest of his life. Keenly interested in 


moved to where he 


the causation of cancer, he published popular 


accounts of his ideas under the 


‘John Cope’ 


pen-name 


churchyard thing.’ 


Al GUST 


Keats: The Fr 

1904 

T. Gillman Moorhead, M.D., D.P.H 
Physician to the Royal City of Dublin Hospital, 


‘A Case of 
‘still shrouded in etiological obscurity, despite 


reports Gastro-tetany’—a _ disease 


the numerous theories that have been advanced 


and the work that has been done in connection 


Progeria. Hastings Gilford’s Case 1 


Charles W. Buckley M.D 


‘Observations on the 


with the subject’ 
of Buxton, 


Treatment of 


presenting 


Neurasthenia’, begins on quits 


a modern note he increasing frequency of 


functional disorders of the nervous system is 


one of the most striking features of modern 
life; but in spite of the already copious literature 
on the subject, treatment is at present far from 
satisfactory’. J. W Walker, M.B 
F.R.C.S., Assistant Surgeon to St. Peter's 
Hospital and to the North-West 


On the 


Thomson 


I ondon 


Hospital, contributes an article Present 
I 
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Firty Years AGo—continued for the poor 


Status of Suprapubic Prostatectomy more hope from cheap and rapid transit, as 


Enlarged Prostate’. means of quick locomotion, so that the yrking 
“The cry has gone up that we are a degenerate classes can migrate from the crowded centr 
race’, writes the Editor in ‘Notes by the Wav’, to the less densely populated suburb; but tl 
‘and unfortunately there is no room for doubt creation of suburbs is in itself an evil, as 
that there is among us only too large a propor- means the extension of the city, and the con 
tion of the community which does not come to tinual metamorphosis of rural and semi-rura 
any reasonable standard of health and strength districts into urban communities. In London 
By all means let us recognise this fact and do demolitions in the central districts have simp 
all that lies in our power to remedy the evil. Yet, caused the slum population to migrate to the 
as Dr. Parkes points out in his article on another suburbs, carrying with them their old habits and 
page, it is well to recognise also that our views modes of life, so that fresh slum-centres hav 
as to the existing degeneracy of the race are been created in outlying districts, which are 
largely a matter of vague opinion, and are not’ already a nuisance and public danger’ 
founded upon any very sure scientific basis’ Obstetrics: A Text-Book for the Use of 
The article referred to, ‘Physical Degeneration’ Students and Practitioners’ by J. Whitridg« 
is by Louis Parkes, M.D., D.P.H., Medical Williams of Johns Hopkins University ‘is the 
Officer of Health for Chelsea, and Consulting best of its kind which we have used up to the 
Sanitary Adviser to H.M. Office of Works present time. It exemplifies very well tl 
“The provision of playgrounds for the children’, superiority in arrangement, in perspective, and 
he recommends, ‘is urgently required in most of in proportion, which a work produced by one 
our large towns to keep the children out of good man has over the result of combination 
the streets, and to give them that opportunity between a number of authors, however good 
of playing games and developing their frames individually these may be’ 
which is, for the most part, now denied to Fifty years ago The Practitioner moved to new 
them; whilst boys’ clubs and evening recreation offices at 149, Strand. ‘The recent great increase 
classes are a necessity to prevent waste of in circulation has rendered a removal imperative 
leisure time and the acquisition of manners and and the new premises are much more con 
customs which convert the youth of both sexes venient and better suited to our needs than th 
into street “Hooligans . . the cost of accommodation previously afforded 
clearances and of providing decent dwellings W.R.B 


_ ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
Preident—Tnet EARL SPENCER 
Medical Superintendent—THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P 
Registered Hospital is situated in o acres of park and pleasure ¢ j luntary {| 
n incipient mental disorders, or who wish to preve 


rtit 


i patients of both sexes are received for treatn 
al exarminations Pnvate rooms wit! 


las in the grounds of the various 


WANTAGE HOUSE 


etachec rounds with a separate 
apparat for the complete inv 
i nsulin treatm t avails 
is inci : irkish 
Electrical | Plombié 
Room, ar ra olet Appara 
It also contains boratories for ‘ 


treatment is em yed when indi 


MOULTON PARK 


al there are several branch establishments 
50 a i vegetables are supplied to the Hospita 
wchards of Moulton P ipational therapy is a feature of this branch, and _ 


art! fruit, ar 


for occupying the r ; armung, gardening, and fruit-growing 


BRYN-Y-NEUADD HALL 


The seaside hou f St. Andrews Hospital is beautifully situated in a Park of 

ist the finest scer n North Wale On the north-west side of the Estate a 
boundar, Patients may visit this branch for a short seaside change, or for longer p 
ywn private bathing house on the seashore There is trout fishing in the park 

At all the branches the Hospital there are cricket grounds, football ar 
courts (grass and hard courts), croquet grounds, golf courses, and bowling green 
their own gardens, and facilities are provided for handicrafts, such as carpentry, &« 

For terms and further particulars apply to the Medical Superintendent (Telep! 
Northamptor who can be seen in London by appointment 
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LOOK TO 


FOR LEADERSHIP 


true economy 


greater action... smaller dosage... lower cost 


Now that the clinical value of Aureomycin in low dosage has 
been so universally confirmed, doctors and hospitals are finding 
that true economy can be effected when antibiotic therapy 

is called for, Aureomycin materially reduces the period of 
hospitalisation, disability and convalescence with a 


consequent substantial saving in time and cost 


Capsules * Dental Cones * Dental Paste * intravenous * Wasal * 
Ointment * Ophthalmic Ointment * Ophthalmic * Otle ° 

Soluble Tablets * Spersoids* * Troches ° 

Vaginal Powder 


Detailed literature on request 


*Trade mark 
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(yanamid Products Ltd. 
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ROYAL NAVAL MEDICAL SERVICE 


Candidates are invited as MEDICAL OFFICERS IN THE ROYAL NAVY, preferably below 28 years. They 


must be British subjects whose parents are British subjects, and also be medically fit. No professional examina- 
tion will be held but an interview will be required nitial entry will be for four years short service after 
which gratuities (tax free) are payable, but permanent commissions are available for selected short service 
officers. Officers transferred to permanent commissions will be paid taxable grants on completion of one 
year’s service, amounting to £1,500. Consideration will be given to the grant of up to a maximum of seven 
years antedate of seniority in respect of approved periods of service in recognised civ hospitals and for 
similar experience elsewhere. Previous medical commissioned service will be allowed to count in full and 
half duration will be allowed to count in respect of non-medical commissioned service For full details, apply 


Medical Director-General, Admiralty, London, $.W.! 
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NEUTRAPHYLLINE 


Dihydroxypropy]l-7-theophylline 
a new theophylline derivative 


SOLUBLE STABLE NEUTRAL 


NEUTRAPHYLLINE has all the properties of dissolved 
theophyllines, but none of their disadvantages. 


It occurs in the form of a bitter crystalline powder, 
very soluble in water. Its aqueous solutions are 
neutral in reaction. It is completely stable, well 
tolerated and five times less toxic than aminophylline. 


The clinical advantages of NEUTRAPHYLLINE in the 
treatment of angina pectoris, myocardial infarct, coro- 
nary disease, cardiac dyspnoea, hepatic colic and 
asthma are :— 


(a) Intramuscular injections are painless; 
(b) Intravenous injections are perfectly well tolerated ; 


(c) Effective oral or recta] administration is possible 
without undesirable side effects. 


NEUTRAPHYLLINE is available in tablet, ampoule and 
suppository forms and also in tablet and suppository 
forms in association with Phenobarbital. 


Samples and Literature are available on request 


101 GREAT RUSSELL STREET, LONDON, W.C.1 


Telephone; MUSeum 2042-3 & 0626. Telegrams : “‘ TAXOLABS,” Phone, London 
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“ WHEW be 2 ting 


Emphasis has been given recently to the use of combined 
chemotherapy in infections and the merit of the judicious 
combination of antibiotics and sulphonainides in the prevention 
of bacterial resistance. 

In the treatment of many infections of the gastro-intestinal 
tract, combined therapy with streptomycin and sulphaguanidine 
is a distinct advance on previous forms of treatment. 


Guanimycin, in which streptomycin sulphate is combined with 
sulphaguanidine, is indicated in the treatment of gastro-enteritis, 
bacillary dysentery, summer diarrhoea, salmonella food poisoning 
and other mixed infections of the gastro-intestinal tract in 
infants, children and adults. 


Guanimycin is issued as a free-flowing powder from which a 
smooth, palatable, homogeneous suspension may be made by 
simple mixture with water. 


GUANIMYCIN 


Trade Mark 
ORAL STREPTOMYCIN SULPHATE with SULPHAGUANIDINE 
In bottles to prepare 4 fluid ounces. 


Literature on application. 
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